i 


0 


MICEO-OEGANISMS  AND  DISEASE. 


^   '    — — 


MICEO-ORGANISMS  AND  DISEASE 


INTRODUCTION  INTO  THE  STUDY  OF 
SPECIFIC  MICRO-OEGANISMS. 


BY 


E.  KLEIN,  M.D,  F.R.S., 

Joint  Lecturer  on  General  Anatomy  and  Physiology  in  the  Medical  School  of 
bt.  Bartholomew's  Hospital,  London.  -^uiaoi  oj 


riTH  io8  ENGRAVINGS. 


MACMILLAN    AND  CO. 
1884. 


R.  Clay,  Sons,  and  Taylor, 

BREAD  STREET  HILL,  E.C. 


TO 

JOHN  SIMON,  C.B,  D.C.L.,  LL.D.,  F.R.S., 

THIS  BOOK 

Is  fuspcdfullg  gebicaffjj 

BY 

THE  AUTHOR. 


Digitized  by  the  Internet  Archive 
in  2015 


https://archive.org/details/b21938313 


P  E  E  P  A  0  E. 


The  following  book,  with  few  additions,  is  a  reprint  of  a 
series  of  articles  that  have  appeared  in  the  Practitioner  (1884). 
Not  pretending  to  be  in  any  sense  an  exhaustive  treatise 
it  will,  I  hope,  nevertheless  serve  to  illustrate  most  of 
the  important  points  bearing  on  investigations  into  the 
life  history  of  micro-organisms  connected  with  infectious 
diseases. 

I  must  not  omit  to  mention  that  most  of  the  investi- 
gations recorded  here  were  carried  out  for  the  Medical 
Department  of  the  Local  Government  Board  during  the  past 
ten  years. 
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MICEO-OEGANISMS  AND  DISEASE. 


INTRODUCTION, 


The  relation  of  micro-organisms  to  the  infectious  diseases  is 
admitted  to  be  very  intimate  ;  and  altliough  it  may  not  be 
quite  so  universal  as  some  are  inclined  to  assume,  it  is  never- 
theless definitely  proved  to  exist  as  regards  some  of  the 
infectious  maladies  affecting  man  and  brutes.  In  order  to  pass 
m  review  aU  the  ascertained  facts  and  observations  in  this  vast 
and  constantly-growing  field  of  pathology,  and  to  appreciate 
and  to  assign  their  true  value  to  the  many  observations  bearincr 
on  this  relation  of  micro-organisms  to  disease,  it  is  necessary 
that  the  reader,  and  still  more  the  worker  in  this  field,  should 
he  enabled  to  criticise  the  observations  and  facts  brouo-ht 
lorward  by  the  numerous  writers  on  the  subject,  for  otherwise 
he  woiild  probably  take  as  proved  what  has  really  not  passed 
beyond  the  stage  of  possibility.  And  it  is  this  point  which  re- 
quires the  most  careful  attention,  viz.,  to  be  able  to  see  at  a 
glance  that,  owing  to  the  imperfect  or  faulty  method  of  inves- 
tigation employed,  or  that,  owing  to  certain  inferences  incom- 
patible with  the  general  laws  and  general  tendency  of  the 
^""'^  experimentally  proved  facts,  the  statements 
set  forth  in  a  particular  observation  or  series  of  observations 
are  not  to  be  accepted. 

In  all  investigations  of  the  relation  of  micro-organisms  to 
disease  it  is  necessary  to  bear  in  mind  that,  as  Kochi  has 
pom  ed  out,  no  observation  can  be  said  to  be  complete,  or,  one 
hould  rather  say,  in  no  instance  can  it  be  said  to  have  been 
sabsfadordy  proved,  that  a  particular  infectious  disease  is  due 
'  Die  Mihbraiid-impfuug,  Cassel  and  Berlin,  18S3. 
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to  a  particular  micro-organism  if  anj'-  one  of -the  follow  ing  con- 
ditions remains  imfulfilled  :— (1)  It  is  absolutely  necessary  that 
the  micro-organism  in  question  is  present  either  in  the  blood 
or  the  diseased  tissues  of  man  or  of  an  animal  suffering  or  dead 
from  the  disease.  In  this  respect  great  differences  exist,  for  in 
some  infectious  diseases  the  micro-organisms,  although  present 
in  the  diseased  tissues,  are  not  present  in  the  blood  ;  while  in 
others  they  are  present  in  large  numbers  in  the  blood  only 
or  in  the  lymphatics  only.  These  points  will  be  considered 
hereafter  in  the  special  cases.  (2)  It  is  necessary  to  take  these 
micro-organisms  from  their  nidus,  from  the  blood  or  the  tissues 
as  the  case  may  be,  to  cultivate  them  artificially  ia  suitable 
media,  i.e.  outside  the  animal  body,  but  by  such  methods  as  to 
exclude  the  accidental  introduction  into  these  media  of  other 
micro-organisms  ;  to  go  on  cultivating  them  from  one  cul- 
tivation to  another  for  several  successive  generations,  in  order 
to  obtain  them  free  of  every  kind  of  matter  derived  from  the 
animal  body  from  which  they  have  been  taken  in  the  first  in- 
stance. (3)  After  having  thus  cultivated  the  micro-organisms 
for  several  successive  generations  it  is  necessary  to  re-introduce 
them  into  the  body  of  a  healthy  animal  susceptible  to  the  dis- 
ease, and  in  this  way  to  show  that  this  animal  becomes  affected 
with  the  same  disease  as  the  one  from  which  the  organisms 
were  originally  derived.  (4)  And,  finally,  it  is  necessary  that 
in  this  so  aft'ectecl  new  animal  the  same  micro-organisms 
should  again  be  found.  A  particular  micro-organism  may 
probably  be  the  cause  of  a  particular  disease,  but  that  really 
and  unmistakably  it  is  so  can  only  be  inferred  with  certainty 
when  every  one  of  these  desiderata  has  been  satisfied. 

It  will  be  my  aim  in  the  following  pages,  first  to  describe 
the  methods  that  may  be  employed  with  success  in  investiga- 
tions bearing  on  the  relation  of  micro-organisms  to  disease ; 
secondly,  to  describe  in  conformity  Avith  reliable  observations 
the  morphology  and  physiology  of  the  micro-organisms  that 
bear  any  relation  to  disease  ;  and  thirdly,  to  enumerate  the 
observations  that  have  been  made  in  recent  years  to  prove  the 
existence  of  such  an  intimate  relation.  Last,  but  not  least,  we 
shall  consider  the  precise  relation  of  the  particular  micro- 
organisms to  the  causation  of  disease. 
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MICROSCOPIC  EXAMINATION. 


For  the  examination  of  micro-organisms  good  high  powers 
are  essential,  at  the  least  a  power  magniffing  300  to  400  linear 
diameters.  Zeiss'  D  or  E  and  Zeiss'  or  Powell  and  Lealand's 
oil  immersion  l-12th  or  l-16th  inch  will  be  found  sufficient 
for  all  purposes.  In  the  case  of  tissues  stained  with  aniline 
dyes  a  good  substage-condenser  such  as  Abbe's  or  Powell  and 
Lealand's,  is  invaluable.  I  use  Zeiss'  stand  with  Abbe's  con- 
denser, open  diaphragm,  and  plane  mirror.  As  Koch  i  pointed 
out,  and  what  is  now  universally  acted  upon,  stained  specimens 
mounted  in  Canada-balsam  solution  or  Dammar  varnish,  wlien 
examined  on  an  Abbe's  condenser,  sliow  the  micro-organisms 
with  extreme  clearness  and  sharpness. 

The  examination  of  the  morphological  characters  of  an 
organism  is  earned  out  on  fresh  unstained,  as  well  as  on  fresh 
stained  microscopic  specimens.  Although  the  latter  method 
IS,  tor  reasons  hereafter  to  be  mentioned,  by  far  the  most  per- 
tect  and  reliable  one,  it  is  nevertheless  important  to  ascertain 
as  tar  as  possible  the  appearances,  chemical  reactions,  and 
general  morphology  of  perfectly  fresh  specimens.  Blood 
juices,  tissues,  and  fluids  in  which  the  micro-organisms  have 
been  growmg,_ are  subjected  directly,  without  anv  previous  pre- 
paration, to  microscopic  examination.  With  artificial  nourishina 
media  m  which  micro-organisms  have  been  growing,  the  ex- 
amination of  fresh  specimens  is  of  great  importance  for  the 
I,vrn"J  can  be  easily  identified  and  their 

nZ  J^;  ,!;"°rpliol"g'cal  characters  be  more  correctly 

ascertained  than  after  drying,  hardening,  and  staining.  Besides 
the  chemical  reactions  can  be  satisfactorily  studied  in  fresh 

latul  as  TraumaUc  DijecUvc  Disease,  (Now  Syd.  Soc),  Loudon:is80 
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specimens  only.  All  one  lias  to  do  is  to  draw  up  with  a  cap- 
illary pipette  or  to  take  up  with  the  point  of  a  needle  a  drop 
or  particle  of  the  material,  to  place  it  on  an  object-glass,  and 
to  cover  it  up  with  a  thin  cover-glass.  Where  one  has  to  deal 
with  liquids,  such  as  artificial  nourishing  fluids,  blood,  serum, 
tissue-juices,  secretions,  transudations,  and  exudations,  no 
addition  is  required.  In  the  case  of  more  solid  material, 
such  as  solid  artificial  nourishing  material,  bits  of  tissue, 
&c.,  the  addition  of  a  drop  of  neutral  previously  well- 
boiled  saline  solution  (of  0-6  to  0-75  per  cent.)  is  advantageous 
although  not  absolutely  necessary,  since  by  pressing  down  the 
cover-glass  a  layer  of  the  material  sufficiently  thin  for  examin- 
ation can  be  obtained.  In  some  instances  a  bit  of  tissue  can 
be  teased  out  into  fine  particles  by  means  of  two  clean  needles. 
Where  it  is  a  question  of  micro-organisms  sufficiently  conspi- 
cuous by  their  shape,  size,  and  general  appearance,  their 
identification  in  the  fresh  condition  is  not  difficult ;  this  is  the 
case  with  bacilli,  actinomyces,  and  mycelia,  but  in  the  case  of 
micrococci,  especially  when  isolated  or  in  couples,  and  lying  in 
blood,  juices,  or  tissues,  their  recognition  is  often  extremely 
difficult.  When  in  large  clumps,  such  as  larger  or  smaller 
juasses  of  zoogloea,  or  when  in  the  shape  of  chains,  the  identi- 
fication is  not  difficult ;  but  in  the  more  isolated  state  they 
are  not  easily  recognised  owing,  as  a  rule,  to  the  presence  of 
granules  or  particles  of  various  kinds,  from  which  morpholo- 
gically their  distinction  is  well-nigh  impossible.  In  such  cases 
there  are  certain  rules  of  thumb,  if  I  may  say  so,  which  assist, 
although  they  do  not  absolutely  insure,  the  diagnosis.  These 
are  the  micro-chemical  reactions.  The  addition  of  liquor 
potassse  leaves  micro-organisms  quite  unaltered,  whereas  fatty 
and  most  albuminous  granules  alter  or  altogether  disappear 
by  it.  Acetic  acid  from  5  to  10  per  cent,  strong  does  not  affect 
micro-organisms,  but  albuminous  and  other  granules  become 
in  most  instances  altered.  These  two  re-agents,  I  think,  are 
as  reliable  as  any  others  ;  if  they  fail,  then  others  like  alcohol, 
chloroform,  sulphuric  ether,  &c.,  are  not  of  any  greater  help, 
but  the  latter  re-agents  may  be  used,  for  instance,  when  it  is  a 
question  between  fat-granules  and  micrococci,  or  crystals  and 
bacilli. 

Micro-organisms  have  a  great  affinity  for  certain  dyes, 
especially  aniline  dyes,  and  therefore  these  are  used  with  great 
success  to  demonstrate  their  presence,  and  to  difl'erentiate  in 
many  ijistances  morphological  details  which  in  the  unstained 
condition  are  not  discernible.  The  staining  is  effected  on  fresh 
unaltered  organisms,  or  after  they  have  been  dried.    In  the 
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first  instance  the  process  is  carried  out  thns  : — A  microscopic 
specimen  is  made,  and  to  it  is  added  afterwards  drop  after  drop 
of  the  dye,  passing  it  through  the  specimen  in  the  usual  way 
of  applying  fluids  to  a  microscopic  specimen,  i.e.  by  adding  with 
a  capillary  pipette  the  dye  at  one  margin  of  the  cover-glass  and 
sucking  it  up  with  a  strip  of  filter-paper  applied  to  the  opposite 
margin  of  the  cover-glass.  When  the  staining  has  taken  jDlace 
the  excess  of  the  dye  is  washed  away  with  salt  solution,  water, 
or  alcohol,  or  both,  as  the  case  may  be  (see  below).  Unless 
the  organisms  are  embedded  in  continuous  masses  of  solids, 
this  method  gives  good  results.  In  the  latter  case,  say  if  they 
are  embedded  in  a  microscopic  lump  of  tissue,  or  in  a  particu- 
lar spot  of  a  fine  section  of  a  fresh  tissue,  it  is  necessary,  after 
having  placed  the  lump  or  section  on  an  object-glass,  to  drop 
the  dye  on  to  this  previous  to  putting  on  the  cover-glass. 
After  some  minutes  the  dye  is  allowed  to  run  off  by  inclining 
the  object-glass,  and  then  the  washing  is  proceeded  with  till 
all  the  excess  of  the  dye  is  reiuoved  ;  the  mounting  is  then 
done  by  placing  a  drop  of  water  or  salt  solution  on  the  speci- 
men and  covering  it  with  a  cover-glass.  In  the  case  of  sections 
through  fresh  and  hardened  tissues  containing  micro-organ- 
isms, the  method  of  staining  and  of  permanently  mounting 
them  as  a  whole  is  more  complicated,  and  will  be  detailed 
presently. 

When  one  has  to  deal  with  coherent  masses  of  micro-organ- 
isms, present  either  in  natural  media  (i.e.  animal  tissue),  or  arti- 
ficial cultivations,  such  as  zoogloea  and  pellicles  of  micrococ- 
cus or  bacterium,  these  can  be  bodily  transferred  to  a  watch-glass, 
stained,  washed,  and  mounted  without  much  difficulty,  either 
for  immediate  or  permanent  use.  The  permanent  specimens 
are  made  in  this  way  :— Place  the  sections  or  pellicle  in  a 
watch-glass  containing  the  dye,  leave  it  tliere  till  deeply  tinted, 
take  out  with  a  needle  or  the  liice,  wash  in  water,  then  in 
alcohol,  leave  here  for  five  minutes  or  more  till  most  of  the 
excess  of  the  colouring-matter  is  removed,  then  lift  it  on  to  an 
object-glass,  spread  well  out,  place  on  it  a  drop  of  clove-oil 
and  alter  a  minute  or  two  drain  off  the  clove-oil,  add  a  drop  of 
Lanada-balsam  solution  (in  chloroform  or  benzol),  and  cover 
with  a  cover-glass.  In  some  .special  instances  such  as  the 
baciJli  otleprosy  and  tuberculosis,  double  staining  is  required 
With  other  organisms,  such  as  the  bacilli  of  glanders  or 
tuberculosis,  the  washing  is  carried  out,  not  with  water 
out  with  acid  (acetic  acid  and  nitric  acid  respectively)  All 
the  details  will  be  stated  when  dealing  with  these  special 
organisms.  J- 


6  inOEO-OIlGANISMS  AND  DISEASE.  [chap. 


The  method  extensively  and  snccessively  used  for  the  demon- 
stration and  preservation  of  microscopic  .specimens  of  micro- 
organisms in  fluids,  as  blood,  pus,  and  juices,  is  that  of  Weigert 
and  Koch,  which  consists  in  spreading  out  on  a  glass  slide  or 
cover-glass  a  very  thin  film — the  thinner  the  better — of  the 
fluid  (artificial  or  natural  culture  medium),  blood,  pus,  or  juice, 
and  drying  it  rapidly  by  holding  it  for  ten  to  twenty  seconds 
over  the  flame  of  a  spirit-lamp  or  gas-burner.  The  mostsuccess- 
ful  preparations  are  obtained  when  the  heating  is  carried  on 
for  such  a  time  that  the  film,  having  become  opaque  at  first, 
rapidly  turns  transparent.  Several  drops  of  the  aniline  dye  to 
be  used  are  then  poured  over  the  specimen,  and  after  remaining 
on  it  from  five  to  thirty  minutes  or  more  are  poured  ofi".  The 
aniline  dyes  used  are  those  that  are  commonly  kno\vn  as  having 
a  great  affinity  for  cell-nuclei  (Hermann) ;  they  are  also  known 
as  the  neutral  or  basic,  but  not  the  acid  ones.  The  most  useful 
aniline  dyes  amongst  them  are  those  that  are  soluble  in  water  ; 
these  are  preferable  to  those  soluble  in  alcohol,  but  in  cer- 
tain special  instances  (to  be  mentioned  hereafter)  some  of  them 
are  of  definite  use.  Methyl-blue,  methyl-violet,  vesuvin, 
Bismarck-brown,  magenta,  fuchsin,  rosanilin,  gentian-violet, 
Spiller's  purple,  eosin,  dahlia,  purpurin,  iodine-green,  are  the 
aniline  dyes  commonly  used.  The  washing  is  carried  out  in 
all  cases,  except  with  tubercle-bacilli  and  the  bacilli  of 
glanders,  with  distilled  water,  then  with  alcohol ;  this  latter 
as  a  rule  is  to  wash  out  the  dye  from  all  parts  except  the 
micro-organisms,  and  it  is  therefore  necessary  not  to  carry  the 
washing  further  than  this,  but  to  carry  it  as  far  as  practicable. 
After  this,  wash  again  with  distilled  water,  dry,  and  mount 
in  a  drop  of  Canada-balsam  solution.  Throughout  this  pro- 
cess it  is  of  course  necessary  always  to  remember  on  which 
side  of  the  glass  the  specimen  had  been  dried. 

Double  staining  is  carried  out  with  any  two  of  the  above 
dyes  ;  as  a  rule  a  brown  and  blue  or  violet,  or  a  red  and  blue, 
are  preferred.  Some  of  the  violet  and  purple  dyes  have  the 
peculiarity  that  in  some— not  in  all  instances— they  give  to 
the  preparation  a  double  tint— some  things  appear  blue, 
others  more  pink. 

The  process  of  double  staining  is  carried  out  either  for 
eacli  dye  separately— i.e.  we  first  apply  one  dye,  after  some 
minutes  wash  in  distilled  water,  and  then  apply  the  second 
dye— or  the  two  dyes  to  be  used  are  mixed  and  then  used  like 
a  single  dye.  „     ,  -.i 

In  the  case  of  tubercle-bacilli  the  staining  is  first  done  with 
a  magenta  mixture  (Ehrlich's,  Weigert's,  or  Gibbes'  see 
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below),  then  washed  for  a  few  seconds  with  a  10  per  cent, 
solution  of  nitric  acid,  then  for  a  few  minutes  with  distilled 
water.  After  this  the  preparation  is  stained  with  methyl- 
blue  in  the  ordinary  way.  Or,  after  Koch's  method,  the 
specimen  is  first  stained  in  alkaline  methyl-blue  (mixed  with 
a  10  per  cent,  solution  of  caustic  potash)  for  twenty-four 
hours,  or  for  half  an  hour  to  one  hour  at  a  temperature  of 
40°  C,  and  then  stained  in  a  concentrated  solution  of  vesuvin. 
Wash  it  next  with  water,  then  with  alcohol,  dry,  and  mount 
in  Canada-balsam  solution. 

In  lejjrosy,  the  specimen  on  the  glass  is  stained  with 
magenta,  then  washed  in  distilled  water,  then  stained  with 
methyl-blue,  washed,  and  mounted.  With  such  organ- 
isms— as  e.g.  the  micrococcus  in  the  sputum  of  acute  croupous 
pneumonia,  and  the  micrococcus  in  gonorrhccal  discharge — 
the  staining  is  best  carried  out  with  a  mixture  of  methyl-blue 
and  vesuvin. 

Weigert's  double  stain  is  very  excellent  for  many  purposes  ; 
it  is  prepared  thus  : — 

Saturated  watery  solution  of  aniline,  100  ccm. 

[This  is  made  thus  : — Aniline  oil,  1  part,  dist.  water,  3 
parts.  Shake  every  half  hour  for  four  hours^  and  decant  the 
water  as  the  oil  settles  to  the  bottom.] 

Saturated  alcoholic  solution  of  fuclisin,  11  ccm.  Mix. 

The  sections  are  well  stained  in  this  mixture,  then  washed 
in  distilled  water  ;  after  this  they  are  immersed  for  a  few 
seconds  in  alcohol,  and  then  transferred  for  one,  two,  or  three 
hours  to  the  following  solution  [Watson  Cheyne,  Practitioner, 
April  1883,  p.  258]  :— 

Distilled  water,  100  ccm. 

Saturated  alcoholic  solution  of  methyl-blue,  20  ccm. 
Formic  acid,  10  minims. 

After  this,  wash  in  alcohol,  pass  through  clove-oil,  and  mount 
in  Canada-balsam  solution. 

_  In  examining  fresh  or  hardened  tissues  for  micro-organisms 
it  is  necessary  to  make  thin  sections,  which  can  be  easily  done 
with  the  aid  of  any  of  the  microtomes  in  common  use 
amongst  which  Williams's  microtome,  and  especially  Dr.  Roy's 
ether-spray  freezing  microtome,  are  no  doubt  the  best  and 
easiest  to  manipulate.  As  regards  hardened  material  it  is 
necessary  to  remember  that  the  hardening  must  be  carried 
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out  properly,  small  bits — about  a  half  to  one  cubic  incb — of 
tissue  being  placed  in  alcohol,  or  better  in  Miiller's  fluid,  and 
kept  there  ;  in  the  first  instance,  for  two  to  five  days  ;  in  the 
second,  for  from  one  to  three  weeks. or  more.  Then  small 
bits  are  cut  out,  of  which  it  is  desired  to  make  sections. 
Those  hardened  in  spirit  must  be  soaked  well  in  water  to  en- 
able the  material  to  freeze,  then  superficially  dried  with 
blotting-paper,  and  then  used  for  ciitting  sections  with  Roy's 
microtome.  Those  hardened  in  Miiller's  fluid  are  at  once 
superficially  dried  with  blotting-paper  and  cut.  When 
making  sections  with  Williams's  freezing  microtome  it  is 
necessary  to  soak  the  material  first  in  gum  mucilage  and  then 
to  freeze  and  to  cut.  Fresh  tissues  are  at  once  cut  with  the 
freezing  microtome,  the  sections  placed  in  0"6  per  cent,  of 
saline  solution,  floated  out  and  well  spread  out,  and  then 
stained  by  transferring  them  in  this  condition,  i.e.  well  spread 
out,  into  a  watch-glass  containing  the  dye.  The  sections  of 
hardened  tissues  are  floated  out  in  water,  well  spread  out, 
and  then  transferred  to  the  dye  or  dyes  as  the  case  may  be. 

It  is  necessary  to  prevent  too  much  shrinking  of  the 
sections,  especially  those  of  fresh  tissues  ;  for  this  reason  it  is 
advisable  to  float  the  sections  in  tlie  saline  solution  or  water, 
as  the  case  may  be,  on  a  broad  lifter  or  spatula,  to  spread 
them  well  out  upon  it,  and  to  transfer  them  carefully  into 
the  dye,  then  into  the  dish  with  water  used  for  washing  oft" 
the  excess  of  the  dye,  to  transfer  them,  well  spread  out  on  the 
lifter,  to  alcohol,  then  after  several  minutes  to  oil  of  cloves, 
and  finally  on  to  a  glass  slide,  on  which  they  are  mounted  in 
the  usiial  manner  with  Canada-balsam  solution,  the  excess  of 
clove-oil  being  previously  drained  off. 

It  is  advisable,  although  not  absolutely  essential,  to  keep  the 
sections  in  a  well  spread-out  condition  for  a  few  seconds  in 
alcohol  before  placing  them  into  the  dye. 


CHAPTER  11. 


PREPARATION  OF  CULTURE  MATERIAL. 

Artificial  cultivations  of  micro-organisms  in  suitable 
nourishing  media  in  the  incubator  (Fig.  1)  at  temperatures 


Fin.  1.— Incubator,  with  Paoe's  Uegulator. 

A.  Page's  Regulator.— This  consists  of  a  tube  filled  with  meronry  ,mcl  im 
mersed  in  tlie  water  surrounding  the  chamber  of  the  incubator.  In  the  npiicr 
part  of  the  tube,  above  the  mercurial  column,  is  a  fine  open  glass  tube  haviii" 
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near  the  lower  end  a  fine  hole.  When  the  temperature  of  the  water  rises,  the 
mercurial  column  rises,  and  at  a  certain  temperature  rises  above  the  lower 
open  end  of  the  small  inner  glass  tube  just  mentioned.  If  tliis  point  is  reached, 
then  the  burner  at  C  receives  only  tlie  amount  of  gas  tliat  passes  through  the 
line  lateral  hole  of  that  inner  glass  tube.  If  the  temperature  of  tlie  water  falls, 
the  mercury  falls,  and  the  lower  end  of  the  inner  glass  tube  becomes  again  free, 
and  now  the  burner  at  C  receives  a  much  greater  supply  of  gas.  If  so,  tlie 
temperatui'e  of  the  water  again  rises,  the  mercury  rises,  obstructs  the  lower  end 
of  the  inner  glass  tube,  the  supply  of  gas  is  reduced  to  what  can  pass  through 
the  fine  lateral  hole,  and  consequently  the  temperature  again  falls,  and  so  on. 
To  adjust  the  regulator  it  is  necessary  when  the  thermometer  indicates  the 
required  degree  of  temperature  to  push  the  outer  large  glass  tube,  and  with  it 
the  inner  tube,  of  the  regulator  so  far  down  that  the  top  of  the  mercurial 
column  just  obstructs  tlie  free  end  of  the  inner  glass.  The  temperature  then 
regulates  itself  for  the  reasons  stated  previously.  These  regulators  are  suffi- 
cient for  all  practical  purposes  when  it  is  not  a  question  of  small  differences  in 
temperature,  since  they  are  tolerably  constant  within  one  or  two  centigi-ades. 
The  trouble  one  exijeriences  in  the  working  of  these  and  other  similar  regulators 
arises  from  the  inconstancy  of  the  main  gas  supply,  this,  as  is  well  known, 
varying  within  wide  limits.  The  stopcock,  E,  obviates  this  to  a  limited  extent, 
when  this  is  put  at  an  angle  of  45°  only  a  limited  amount  of  pas  passes  from 
the  main  supply  tube  to  the  regulator,  and  tlierefore  the  variations  in  pressure 
of  the  gas  are  not  felt  to  their  full  extent.  A  Sugg's  regulator  interposed  be- 
tween E  and  the  main  supply  tap  is  very  useful. 

B.  Thermometer  to  indicate  the  temperature  in  the  chamber. 

C.  Gas  burner 

D.  Chamber  of  incubator. 

B.  Stopcock  to  regulate  when  required  the  supply  of  gas. 

P.  Main  supply. — The  upper,  lower,  right  and  left  walls  of  the  incubator 
are  made  of  a  double  layer  of  tin  ;  between  the  two  is  water.  The  front  and 
back  of  the  chamber  are  closed  by  a  movable  glass  plate. 

An  excellent  incubator  for  constant  temperature  is  made  by  the  Cambridge 
Scientific  Instrument  Company.  It  has  a  double  gas  sapply:  one  small 
permanent  flame,  and  a  second  one  subject  to  the  regulator. 

varying  between  30"  and  40^  C,  are  necessary  in  order  to 
study  more  accurately  the  life-history  of  the  septic  as  well 
as  the  pathogenic  organisms.  Moreover,  large  _  numbers  of 
them  become  available  in  a  short  time,  and  their  relation  to 
disease  can  be  tested  more  conveniently.  For  if  it  should  be 
ibiind  that,  having  carried  on  outside  the  animal  body 
successive  cultivations  of  a  particular  organism,  the  re- 
introduction  of  this  cultivated  organism  into  the  animal  body 
is  again  productive  of  the  same  disorder  as  before,  then  the 
conclusion  becomes  inevitable  that  this  organism  is  intimately 
related  to  the  causation  of  the  disease.  It  must  be  conceded 
that  after  several  successive  cultivations  in  fluids  any  hypo- 
thetical substance  supposed  to  be  the  matencs  morbi,  and  in- 
troduced at  fir-st  from  the  blood  or  tissues,  being  in  a  very 
diluted  condition  in  the  first  cultivation,  would  after  several 
cultivations  be  practically  lost.  But  if  this  last  cultivation 
should  be  found  to  act  in  the  same  manner  patliogenically,  i.e. 
if  every  droplet  of  it,  charged  with  the  new  brood  of  the 
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organism,  nevertheless  possesses  full  pathogenic  power,  then  it 
is  logical  to  say  that  this  pathogenic  property  rests  with  the 
organism.  For  this  and  other  reasons  it  is  of  essential 
importance  to  be  able  to  carry  on  successive  cultivations  of  one 
and  the  same  organism  without  any  accidental  contamination 
or  admixture,  i.e  it  is  necessary  to  carry  on  pure  cultivations. 


ARTIFICIAL  CULTIVATION  MEDIA. 
A. — Fluids. 

As  fluid  nourishing  material  the  following  are  used  with 
preference : — 

1.  Broth  made  from  meat—porlc,  heef,  rabbit,  cJiicken.— The 
connective  tissue  and  fat  are  first  cut  out  from  the  fresh  meat 
—in  the  case  of  rabbit  or  chicken  the  whole  animal  without 
head  or  viscera  is  used— and  then  placed  in  water  and  boiled. 
Generally  for  each  pound  half  an  hour's  good  boiling  is  allowed. 
With  regard  to  the  quantity  of  water,  each  pound  of  meat  ought 
to  yield  ultimately  at  least  one  pint  of  broth.  When  boiled, 
the  broth  is  allowed  to  stand,  the  fat  is  sldmmed  off,  and  the 
broth  well  neutralised  by  adding  liquor  potassce  or,  better  still, 
carbonate  of  sodium. 

The  fresher  the  meat  the  less  acid  (sarcolactic  acid)  is  in 
the  broth  before  neutralisation.  The  broth  is  then  filtered 
through  a  filter,  previously  overheated  (see  below),  into  flasks 
previously  sterilised  (see  below).  If  the  broth  is  not  clear 
alter  once  filtering  it  is  filtered  again.  If  not  clear  then, 
It  IS  allowed  to  stand  for  several  hours.  A  fine  sediment  is 
lound  at  the  bottom  of  the  vessel,  and  from  this  the  clear 
supernatant  fluid  is  decanted  into  a  sterilised  vessel.  The  broth 
It  not  clear  after  the  first  filtering,  can  be  cleared  by  boiling  it 
with  the  white  of  an  egg.  The  now  clear  fluid  is  filtered  again, 
i  he  flasks  which  receive  the  broth  are  well  plugged  with 
sterilised  cotton-wool  (see  below).  In  this  state  the  flask  is 
teffT^  '^""^er  (Fig.  2)  on  a  wire  netting  and 

wnil  If.  l^alf  anhouror  more  ;  during  the  boiling  the  cotton- 
woo  plug  is  lifted  out  for  half  its  length.  The^flask  ought 
not  to  contain  more  broth  than  about  one-half  or  two-thirds  of 
Its  volume,  to  prevent  the  broth  from  rising  too  much  and 
wetting  he  plug.    When  turning  ott'  the  flSme  the  plu<^  k 

flask :  a  beaker  with  sterile  cotton-wool  cap  is  placed  over 
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Ihe  month  of  the  flask  (Fig.  3),  and  this  is  allowed  to  stand 
for  one  night.  Next  day  the  boiling  is  repeated  for  half  an 
hour  or  more  in  the  same  manner  as  before.  If  the  meat  has 
been  fresh  and  the  vessels  and  cotton-wool  have  been  sterile, 
twice  boiling  is  fonnd  snfficient  to  destroy  every  impurity. 
But  to  make  sure,  Ihe  broth  is  placed  in  the  incnbator  and  kept 
there  for  twenty-four  hours  at  a  temperature  of  32°— 38°  C, 
and  then  boiled  on  the  next  day  for  half  an  hour  in  the  usual 
way.  The  supposition  is  made,  that  if  by  any  chance  after 
twice  boiling  the  broth  it  should  contain  unchanged  spores 
of  bacilli — the  only  organisms  that  will  resist  boiling,  although 


Fig   2.— a  Bunsen  Burner,  with      Fig.  3.— A  Flark  containing  Sierile 
Rose  for  Boiling  Fluids  in  Stuck  Fluid. 

Test  Tubes. 

they  do  not  resist  boiling  for  more  than  half  an  hour— the 
spores  would  germinate  into  bacilli  when  kept  for  twenty-four 
hours  in  the  incubator  at  32^—38°,  and  these  would  then  be 
killed  by  the  third  boiling.  As  a  matter  of  fact  I  have  not  as 
a  rule  found  any  contaminating  germs  survive  the  second 
boiling.  It  is  of  course  to  be  borne  in  mind  that  durnig  the 
first  as  well  as  second  and  subsequent  boiling  the  cotton-wool 
plug  is  not  removed  from  the  mouth  of  the  flask,  but  is  only 
raised  out  half  its  length  from  the  neck.  The  cotton-wool  and 
he  cotton-wool  cap  and  beaker  are  replaced  immeduitely  or 
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siniixltaneously  with  the  turning  off  of  the  burner.  This  broth 
so  prepared  is  placed  in  the  incubator  at  32°— 38°  C.  and  kept 
tliere  from  one  to  three  weeks.  If,  as  is  generally  the  case,  it 
remains  limpid,  it  is  considered  completely  .sterile. 

2.  Peptone  and  Sugar  Solution. — Beef  peptone  (Savory  and 
Moore's)  is  dissolved  in  distilled  water,  over  a  burner,  to  the 
amount  of  about  2  per  cent.  ;  to  the  solution  is  added  cane 
sugar  to  the  amount  of  about  1  per  cent.  ;  so,  that  every  100 
ccm.  of  the  fluid  contains  two  grammes  of  peptone  and  one 
gramme  of  sugar.  When  dissolved  it  is  well  neutralised  and 
tlien  filtered  (the  vessels  being  of  course  also  in  this,  as  in  all 
other  cases,  sterilised  by  overheating)  into  flasks,  and  treated 
in  the  same  manner  as  the  broth. 

The  same  fluid  can  be  used  without  the  addition  of  the 
cane-sugar;  or  peptone  dissolved  to  the  amount  of  1  to  2 
per  cent,  in  broth. 

3.  Buchnefs  FluhJ.~lO  parts  of  Liebig's  extract,  and  8  parts 
ot  peptone,  m  1,000  parts  of  water. 

4.  Hi/drocele  Fluid  (Koch).— A  new  or  well  sterilised  (by 
over-heating)  trocar  and  cannula  are  used  for  the  tappino-  •  to 
the  cannula  is  fixed  an  india-rubber  tube  that  has  beensoak'in" 
m  strong  carbolic  acid  solution  for  forty-ei£;ht  hours.  The  distal 
end  ot  the  tube  is  introduced  carefully  and  rapidly  into  the 
neck  of  a  sterilised  flask  plugged  with  sterile  cotton-wool,  and 
tiie  fluid  thus  allowed  to  flow  into  the  flask  to  about  two-third« 
of  Its  volume.  This  is  then  exposed  in  a  water-  or  sand-bath 
to  a  temperature  of  from  58'  to  62°  C.  for  three  to  five  hours 

-f/o'  °oo J  n'?''5''^"''  '^^y'-  ^^''^^^^^  ^^^^^  i^to  the  incubator 
iinipid"  *°  ^""^  remains 

5.  Blood  Serum  (Koch).~A  glass  cannula  and  india-rubber 
bmg  are  soaked  or  forty-eight  hours  in  strong  carbolic  acid  ; 

the  cannula  i.s  tied  mto  the  carotid  artery  of  a  healthy  sheep 

em  oMhf  f''  ^liP      the  p^ox  n  S 

dS.l  P.    L      ^^i     ^  *°  a  sterile  flask,  the 

iove  MterZ^  been  introduced  into  the  neck  of  the  flask  as 
dear  «etfm  s  'ff  f  twenty-four  hours  the 

Clear  serum  is  taken  off  by  means  of  a  large  sterilised  Hass 

hrcoUo°n  l"l  i  'r'^'^'y  introduced  bctwin 

erile  Xr^?!  ?!  7  '"^"'n'^'-^^^  ^eck,  and  then  discharged  into  a 
Sterne  plugged  flask  or  large  test-tube,  the  pipette  or  sviihon 

and  1^°        '^"'""^  between^Sfi-woa^phig 

Tliis  stock  serum  is  then  heated  for  successive  davs  in  tho 
fame  manner  as  the  hydrocele  fluid.  ^ 
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Of  less  common  use  are  : 

6.  Pasteur's  Fluid. — In  100  parts  of  distilled  water  are 
dissolved  10  parts  of  pnre  cane-sugar,  1  part  of  ammonium 
tartrate,  and  the  asli  of  1  part  of  yeast. 

7.  CoJin's  Fluid. — 100  com.  of  distilled  water,  1  gramme  of 
ammonium  tartrate,  no  sugar,  and  instead  of  the  ash  of  yeast 
are  substituted  (A.  Mayer)  0'5  gramme  of  potassium  phosphate, 
0'5  gramme  of  crystallised  magnesium  sulphate,  0'05  gramme 
of  (tribasic)  calcium  phosphate.  These  two  fluids  are  sterilised 
in  the  same  manner  as  the  broth  and  peptone  solutions. 
Pathogenic  organisms  do  not  thrive  in  either  of  these  two 
fluids. 

B. — Solids. 

The  solid  media  have  the  great  advantage  over  the  fluids 
that  in  the  former  artificial  cultures  can  be  carried  out  more 
easily  ;  as,  owing  to  the  resistance  the  solid  basis  offers  to  the 
growth  of  the  organisms,  they  remain  more  limited  to  the  spot 
or  spots  on  which  they  are  sown,  and  therefore  can  be  watched 
more  easily  ;  besides,  an  accidental  contamination,  i.e.  a  growth 
appearing  at  a  spot  at  which  no  sowing  was  made,  can  be 
recognised  at  once.  These  advantages  are  perhaps  of  the 
greatest  use  when  it  is  intended  to  grow  the  organisms  on  a 
surface  exposed  to  the  influence  of  aii- — of  course  protected 
from  contamination  with  other  organisms. 

These  advantages  of  solid  media  have  been  very  minutely 
pouated  out  by  Koch  in  his  researches  on  pathogenic  bacteria,^ 

As  solid  media  are  used  : 

1.  Slices  of  Boiled  Potato  or  Boiled  White  of  Egg  or  Paste 
(Fokker,  Schroter,  Cohn,  Wernich).— Although  these  are  of 
great  use  in  the  study  of  hyphomycetes,  and  especially  of  pig- 
ment-bacteria, they  are  not  generally  used  in  the  case  of  other 
bacteria  and  pathogenic  organisms.  The  progress  of  the  growth 
of  a  particular  organism  sown  out  at  a  particular  spot  or  line  on 
the  surface  of  these  substances  can  be  easily  watched  with  the 
unaided  eye.  These  substances  when  quite  fresh  are  placed  on 
flat  glass  dishes  ;  these  are  covered  with  a  well-fitting  bell-glass, 
the  space  being  kept  moist  by  a  piece  of  moist  blotting-paper 
placed  in  the  dish. 

2.  Gelatine  (Brefeld,  Grawitz,  Koch).— This  is  used  advan- 
tageously as  a  mixture  with  broth,  peptone,  beef-extract,  blood- 
serum,  or  hydrocele  fluid.  Koch,  who  introduced  this  mixture, 
used  it  for  'the  cultivation  of  bacteria  on  solids,  to  be  exposed 

1  Slitthciluiigen  d.  k.  GcsundheiUamtes,  i.  ISSl. 
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to  the  air ;  the  proportion  of  gelatine  in  the  mixture  was  2  to 
3  per  cent.  But  this  mixture,  althoiigh  solid  at  ordinary  tem- 
perature, does  not  keep  solid  in  the  incubator,  not  even  at  20" 
C.  I  have  found  that  at  least  7 '5  per  cent,  of  gelatine  must  be 
contained  in  the  mixture  to  keep  it  solid  at  20°  to  25°  C. 
Above  this  temperature  not  even  11  per  cent,  gelatine  will 
keep  solid. 

The  finest  (gold  label)  gelatine,  in  thin  tablets,  is  cut  up  in 
small  strips  ;  these  are  soaked  in  distilled  water  (1  in  6)  over- 
night, and  then  dissolved  over  a  water-bath,  well  neutralised 
with  carbonate  of  sodium,  and  filtered  hot.  If  not  clear,  it  is 
boiled  with  white  of  egg,  and  passed  hot  through  sterilised 
fine  calico.  Then  this  fiuid  is  mixed  with  half  its  bulk  of 
broth,  peptone  solution,  or  beef-extract  solution,  so  that  there 
is  1  part  of  gelatine  in  9  parts  of  fluid,  or  11^  per  cent,  of 
gelatiae.  This  mixture  is  boiled  repeatedly  and  treated  like 
broth,  as  described  above.  The  mixture  can,  Avhen  cast  solid, 
be  liquefied  by  melting  it  on  the  water-bath,  can  be  easily 
decanted  into  sterilised  plugged  test-tubes  (see  below),  and  can 
then  be  used  as  a  good  solid  nourishing  material  for  the 
cultivation  of  organisms  up  to  25°  C. 

The  above  gelatine  solution  without  admixture  can  be  boiled 
once  or  twice,  and  thus  made  sterile  and  kept  as  a  stock. 
Tills  can  be  used  as  an  addition  to  blood-serum  or  hydrocele 
fluid  ;  the  mixture  must  be  sterilised  in  the  same  way  as  serum 
or  hydrocele  fluid  alone,  i.e.  exposed  for  five  to  seven  days  to 
a  temperature  of  58°  to  62°  C.  Of  course,  whatever  the  propor- 
tions are  m  which  the  two  are  mixed,  the  mixture  does  not  keep 
solid  above  25°  C.  But  by  exposing  it  for  from  several  days 
to  several  weeks  to  the  heat  of  the  incubator,  the  mixture 
can  by  evaporation  be  rendered  practically  solid  for  hioher 
temperatures  also.  ° 

3.  More  satisfactory,  because  capable  of  remaining  solid  at 
any  temperature,  is  .solid  serum  of  blood,  solid  hydrocele  fluid 
(Cj.  Makins),  and  Agar-Agar  (Koch). 

The  iirst  i.e  the  serum  of  blood,  and  the  second,  /.c.  the 
hydrocele  fiu.d,  can  be  made  solid  by  heating  the  above  sterile 
fi«  '^'ino'^Jf  Pectively  (see  page  13)  gradually 

up  to  68  -70°  C.  In  the  course  of  an  hour  or  two  the 
material  becomes  solid,  losing  slightly  its  limpidity  but 
IS  sufficiently  transparent  for  "all  ^^ractical  pui^ose?'  By 
heating  it  rapidly,  or  heating  it  above  70°,  it  becomes  solirl 
granu  ar,  and  opaque.  Of  course,  once  tlm.s  made  solid  it 
cannot  be_  liquefied  again,  and  therefore  must  be  already 
contained  in  the  vessels  (test-tubes  and  small  flasks^  in 
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the  growth  of  organisms  is  to  be  carried  on.  Or  blood  serum 
and  hydrocele  fluid  can  be  rendered  solid  by  exposing  the 
sterilised  material  (see  above),  in  sterile  plugged  test-tubes,  to 
a  moderate  heat — e.g.  in  the  incubator  at  32°  to  38°  G. — for 
several  weeks.  Through  evaporation  the  material  is  rendered 
solid.  Thus  treated  it  retains  its  limpidity  in  a  perfect . 
manner. 

Agar-Agar,  or  Japan  isinglass,  is  very  difficult  to  obtain,^  it  is 
sold  in  the  shape  of  very  thin,  shrivelled,  transpareni  lamellae, 
or  narrow  bands.  It  is  soaked  overnight  in  salt  water  (one  part 
of  Agar- Agar  to  five  or  six  of  salt  water),  and  then  dissolved 
on  the  water-bath  ;  well  neutralised  with  carbonate  of  sodium, 
filtered  and  mixed  with  a  third  of  its  bulk  of  broth,  peptone,  or 
beef-extract  solution.  I  use  now  as  a  rule  peptone  solution, 
as  desci'ibed  above.  Well  boiled  on  two  or  three  successive 
days,  each  time  for  thirty  minutes  to  an  hour,  in  sterile  flasks, 
a  sterile  material  is  obtained,  which  is  quite  transparent,  and 
remains  solid  up  to  a  temperature  of  45° — SO'"  C,  i.e.  a 
temperature  much  higher  than  is  ever  used  for  the  cultivation 
of  micro-orgauisms.  It  becomes  liquid  at  liigher  temperatures, 
and  in  case  of  necessity  can  be  again  subjected  to  boiling. 
Before  considering  it  as  perfectly  sterile  it  ought  to  be  kept 
like  all  other  materials  for  from  several  days  to  several  weeks 
in  the  incubator  at  32°— 38°  C.  If  quite  limpid  after  this 
time  it  may  safely  be  considered  as  sterile. 

Amongst  all  the  solid  media,  I  have  found  this  mixture  of 
Agar- Agar  and  peptone  sugar  solution  to  be  the  best  in  many 
respects.  It  is  beautifully  limpid  and  solid,  and  an  excellent 
nourishing  material.  Agar- Agar  alone  without  the  admixture 
of  peptone  is  not  satisfactory  as  a  culture  medium. 

'  Messrs.  Christy  and  Co.,  of  155  Fenchiirch  Street,  have  succeeded  in  obtain- 
ino-  for  me  inrge  quantities  of  tliis  material  from  Paris.  I  iraderstand  from  my 
friend  Dr.  E.°]iIaddox  that  tliis  substance  is  in  reality  what  tlic  French  call 
Geluse. 


CHAPTER  III. 


VESSELS  AND  INSTRUMENTS  USED  IN  CULTIVATIONS. 

A  ll  vessels  (f^3^k,,  test-tubes,  beakers,  filters,  calico),  to  be 
used  are  first  thoroughly  sterilised  by  overheating..    In  the 
case  of  flasks  and  test-tubes,  this  can  be  done  b^  exposing 
them  thoroughly  m  a  I  parts  to  the  open  flame  of  alar^.! 
Fletchers  burner;   ^oMe  thoroughly  heated  the  mouth  "is 
pi  gged  with  a  good  long  plug  (1  to  2  inches)  of  sterile 
cotton-wool   this  being  pushed  in  by  means  of  overheated 
forceps.    The  plug  m  all  cases  must  not  be  loose,  but  al  o  no 
too  finn-an  error  in  the  latter  direction  being  of  conrS 
preferable  to  one  ui  the  former.    The  cotton-wool  pluo  n 
If  long  enough,  be  single  ;  or,  if  short  ones  are  used  double' 
Or  the  flasks  and  test-tubes  are  placed  in  an  air  clmnW 
(^ee  Fig.  4)  heated  by  a  large  Fletcher's  burner  for  several 
hours,  up  to  between  130^  and  150^  C.    In  the  case  of  sn.nl 
flasks  and  test-tubes  this  process  is  of  course  mn.L  , 

operations  to  be  described  hnln J  ?  ^  ""'"'^  ^^'^er 
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followed  by  disastrous  consequences  in  the  shape  of  accidental 
contamination,  and  consequent  loss  of  material  prepared  at 
the  cost  of  ranch  labour  and  time.  Long  experience  in  these 
matters  has  taught  me  that,  although  in  some  instances  less 
scrupulous  care  has  not  been  followed  by  bad  results,  still  I 
have  had  also  many  unpleasant  failures  owing  to  slight  laxity 
in  these  matters. 


Fio.  4.— Hot-air  Chamber  for  Sterilising  Test-tubks  and  Cotton-wool. 

All  iron  chamber  with  double  waU,  the  inner  chamber  having  separate 
foldinn-  doors.  In  the  inner  chamber  are  placed  the  test-tubes,  glasses,  &c., 
and  the  cotton-wool,  the  latter  in  a  loose  condition  Botli  sets  of  doors  are 
closed  and  the  apparatus  heated  by  a  large  Fletcher's  bm-ner.  A  thermo- 
meter passing  from  the  inner  chamber  through  the  upper  wall  mcbcales  Uie 
temperatui'e  of  the  chamber. 


Several  weeks'  work  may  be  annihilated  by  a  single 
omission.  Sometimes  one  is  perhaps  in  a  slight  hurry,  and 
does  not  think  the  want  of  an  additional  heating  oi  the  test- 
tube  or  cotton-wool  or  an  additional  boiling  of  the  fluid  will 
be  followed  by  any  bad  consequences.  But,  alas,  nature  does 
not  take  into  account  our  convenience,  and  failure  is_  our 
reward.  If  in  any  kind  of  experiments  "overdoing  is  an 
error  in  the  right  direction,  it  is  in  these  very  experiments  m 
the  cultivation  of  micro-organisms. 
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Tlie  cotton-wool  used  for  plugging  flasks  and  test-tubes  is 
prepared  by  pulling  up  loosely  a  quantity  of  good  cotton- 
wool and  exposing  it  in  a  loose  state  in  the  air-chamber  to  a 
temperature  of  130° — 150°  C.  for  several  Jiours, 
for  several  successive  days.  The  cotton-wool 
ought  to  be  just  brown,  i.e.  just  singed.  Too 
much  charring  makes  it  very  brittle,  and  it  is 
then  difficult  to  make  of  it  a  satisfactory  plug. 
The  plug  used  should  not  be  too  firm  and  not 
too  loose  :  in  the  former  case  it  is  not  easy  to 
lift  it  up  quickly,  and  in  the  latter  it  does  not 
close  sufficiently  welL  Cotton-wool  that  has 
been  kept,  say  only  for  a  day  or  two  in  the  air- 
chamber  for  three  or  four  hours  is  not  absolutely 
sterile  ;  nor  is  cotton-wool  that  has  been  kept  in 
a  compressed  state  in  the  air-chamber  for  any 
number  of  days.  The  central  portions  remain 
under  these  conditions  quite  white  and  are  not 
sterile.  No  cotton-wool  that  is  not  just  brown, 
i.e.  just  singed,  is  safe  from  risk  of  impurity.  No 
cotton-wool  steeped  in  absolute  alcohol,  strong 
carbolic  acid,  or  any  other  disinfecting  fluid,  for 
ever  so  many  days  or  weeks,  can  be  absolutely 
relied  on. 

As  .stated  above,  a  plug  of  sterile  cotton-wool 
tolerably  firm,  of  about  one  to  two  inches,  or 
two  plugs  of  about  one  inch  each,  are  used  for 
the  plugging  of  the  flasks  and  test-tubes.  An 
assertion  such  as  that  made  by  Dr.  Williams 
at  the  British  Association  (Biological  Section, 
September  1883),  that  cotton- wool  plugs  are  not 
reliable,  because  they  do  not  protect  the  fluids  in 
the  vessels  plugged  with  them  from  accidental 
air-pontamination,  is  to  be  accepted  only  as  ap- 
plying to  very  loose  plugs  and  to  cotton-wool 
not  properly  sterilised.  To  good  firm  plugs  of 
sterile  cotton-wool  it  evidently  cannot  apply 
since  all  the  results  of  all  workers  in  this  field 
(Pasteur,  Sanderson,  Cohn,  Koch,  Klebs,  Buchner 
and  many  others)  are  against  it.  ' 
_  Imiruments,  such  as  the  points  of  needles,  and  forceps,  used 
in  he  processes  of  cultivation,  lifting  up  cotton- wool  plu-s 

in  the  open  flame  ot  a  Bunsen  burner,  if  they  are  to  be 
absolutely  relied  on  for  cleanliness.    Scissors  and  knives  used 
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for  Clotting  tissues  which  are  intended  for  inoculation,  ought 
to  be  likewise  scrupulously  clean.  One  ought  to  keep  a  special 
set  of  instruments,  the  blades  of  which  are  capable  of  being 
heated  in  the  open  flame  without  being  spoilt. 

Syringes  used  for  cutaneous,  subcutaneous,  or  other  inocula- 
tions, ought  to  be  capable  of  being  overheated.  The  ordinary 
Pravaz  syringe  of  vulcanite  not  being  capable  of  undergoing 
this  process,  Koch  has  devised  a  glass  syringe  similar  to  the 
Pravaz  syringe.  I  do  not  use  any  syringe  for  inoculation,  but 
prefer  using  each  time  a  fresh  capillary  glass  2^ipeUe  made 
just  before  the  inoculation.  Into  this  pipette  I  draw  the 
droplet  to  be  used  for  inoculation,  and  having  made  a  very 
small  incision — about  ^  of  an  inch— through  the  skin,  the 
pointed  end  of  the  pipette  is  pushed  forward  into  the  .sub- 
cutaneous tissue  for  about  half  an  inch  or  one  inch  and  then 
the  fluid  is  blown  out  into  the  tissue.  In  this  way  I  am 
always  absolutely  safe  from  any  contamination  with  a  pre- 
viously used  virus,  which  might  possibly  adhere  to  one  or  other 
part  of  a  syringe. 

The  fine  point  of  capillary  pipettes  (Fig.  5),  used  for  in- 
oculation of  animals,  or  for  drawing  out  a  drop  of  fluid  of  a 
cultivation  in  a  flask  or  test-tube,  or  for  inoculating  material 
contained  in  a  test-tube  or  flask,  are  thus  made :  while  one 
hand  holds  the  bulb  of  the  pipette,  the  other  holds  one  end, 
and  putting  at  some  distance  from  this  end  the  tube  into  an 
ordinary  flame  and  quickly  drawing  it  out,  a  point  of  extreme 
fineness  can  be  made.  The  same  is  done  with  the  other  end. 
Such  a  pipette  can  be  considered  as  practically  closed  at  both 
ends. 


CHAPTER  IV. 


PREPARATION  OF  CULTURE-MEDIA  FOR  INOCULATION. 


We  have  on  a  former  page  described  the  methods  to  obtain 
sterile  stock  of  nourishing  media  suitable  for  artificial  cul- 
tivations. The  solids,  as  serum  gelatine,  serum,  and  hydro- 
cele fluid,  must,  before  solidification,  be  placed  in  test-tubes 
and  small  flasks,  and  then  sterilised  in  the  manner  above 
described,  to  be  made  ready  for  establishing  cultures,  i.e.  for 
inoculation.  The  Agar-Agar  mixture  however  can,  like 
broth,  peptone  mixture,  beef  extract  solution,  and  gelatine 
mixtures,  be  kept  as  stock  in  large  flasks.  When  thus  sterile, 
these  latter  can  be  decanted  into  a  number  of  test-tubes  or 
small  flasks,  in  which  the  cultivation  is  to  be  carried  out. 
Gelatine  mixtures  (gelatine  and  broth,  gelatine  and  peptone, 
gelatme  and  beef  extract)  and  the  Agar- Agar  mixture,  must 
of  course  be  liquefied  over  a  flame  before  being  ready  for 
decanting.  The  test-tubes  most  suitable  are  about  six  inches 
long,  and  should  not  be  less  than  about  one  inch  broad  ;  the 
flasks  are  about  of  the  capacity  of  one  to  two  ounces,'  and 
ought  to  have  a  neck  of  comparatively  good  width.  The  test- 
tubes  receive  the  fluids  for  about  one  and  a  half  to  two  and 
a  ha  f  inches  in  depth,  the  flasks  for  about  one-fourth  to  one- 
third  of  their  bulk.  All  these  test-tubes  and  flasks  with 
their  cotton-wool  plugs,  before  receiving  the  material,  should 
be  thoroughly  sterilised  by  overheating.  As  I  mentioned  in 
the  previous  chapter,  this  ought  to  be  well  borne  in  mind,  for 
star  ing  with  a  sterile  nourishing  fluid -i.e.  one  that  has  been 
kept  in  the  stock  flask  for  several  days  to  several  weeks  in 
the  incubator  at  a  temperature  of  from  32°— 38°  C  and  that 
has  remained  perfectly  clear  and  limpid-and  woridng  with 
thoroughly  sterilised  test-tubes  and  cotton- wool  phurs^very 
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little  care  is  required  to  obtain  sterile  material  ready  for 
inoculation.  To  start  witb  a  stock  of  nourishing  material, 
however  well  sterilised,  and  to  decant  it  into  test-tubes  with 
cotton-wool  plugs  not  absolutely  sterile  must  lead  to  failure. 
I  have  seen  this  happen  over  and  over  again,  and  all  the 
material  decanted  became  consequently  contaminated  and 
thereby  useless  for  inoculations.  The  test-tiibes  and  flasks 
must  be  well  cleaned,  then  dried,  placed  in  the  air-chamber, 
and  kept  there  exposed  for  several  hours  to  a  temperature  of 
from  130°— 150°  0.  on  several  successive  day.s,  or  they  may  be 
thoroughly  heated  in  all  parts  over  the  open  flame  of  a  gas- 
burner.  The  same  applies  to  the  cotton-wool,  as  mentioned 
in  a  former  chapter-  The  test-tubes  and  flasks  are  plugged 
by  meaus  of  clean  forceps  with  the  cotton-wool  which  is  just 
brown,  and  then  replaced  in  the  air-chamber  and  again 
heated  for  several  hours  on  two  or  three  occasions  up  to  a 
temperature  of  130°— 150°  C,  or  they  may  be  well  heated 
over  the  ojDeu  flame  of  the  burner.  To  decant  sterile  stock 
fluid  into  these  test-tubes  and  flasks,  I  proceed  thus  :  _  A  clean 
beaker  with  spout,  covered  with  a  clean  glass  plate,  is  placed 
on  a  wire  net  on  a  tripod  over  the  flame  of  a  Bunsen  burner, 
and  thoroughly  heated  for  half  an  hour  or  so)  then  it  is 
allowed  to  cool,  and  when  cool,  the  plug  of  the  stock  flask  is 
lifted  with  forceps,  and  some  of  the  sterile  fluid  quickly 
poured  from  the  flask  into  the  beaker.  The  plug  is  replaced 
in  the  neck  of  the  stock  flask  and  the  beaker  covered  with. 
the  fdass  plate.  Of  course  the  quantity  poured  into  the 
beaker  should  be  large  enough  to  supply  the  required  number 
of  test-tubes  or  small  flasks.  The  stock  flask  contammg  still 
some  fluid,  having  been  opened  for  however  short  a  time,  has 
of  course  been  exposed  to  air-contamination,  and  therefore 
must  be  treated  accordingly,  if  the  fluid  left  in  it  is  to  serve 
a-*  sterile  nourishing  material  on  a  future  occasion.  Con- 
sequently it  is  subiected  to  boiling  for  from  fifteen  to  thu-ty 
minutes,  then  placed  in  the  incubator,  boiled  again  the  next 
day  and  put  back  in  the  incubator,  where  it  is  left  at  a  tem- 
perature of  from  32°-38°  C.  for  several  days.  If  after  a  week 
or  so  the  fluid  remains  limpid,  it  is  of  course  to  be  considered 

Next,  the  fluid  that  has  been  poured  into  the  beaker  (covered 
with  the  glass  plate)  is  iDOured  as  quickly  as  possible  into  the 
I  t-tubest  one  after  the  other,  by  lifting  with  clean  forceps 
the  plug  and  pouring  in  the  fluid  to  a  depth  of  one  and  a  half 
to  two  and  a  half  inches,  and  the  plug  rep  aced.  _ 

During  this  procedure,  contamination  with  au-orgamsms,  if 
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there  be  any  about,  becomes  inevitable.  To  lessen  this  chance 
as  much  as  possible,  it  is  necessary  to  lift  the  plug  with  clean 
forceps,  to  pour  the  fluid  as  rapidly  as  is  practicable  into  the 
test-tube  or  flask,  and  to  replace  immediately  the  cotton-wool 
plug.  Further  it  is  necessary  to  bear  in  mind,  that  the  atmo- 
sjihere  is  not  at  all  times  and  everywhere  equally  contaminated 
(see  Prof.  Tyndall's  observations).  I  generally  avoid  under- 
taking this  process  on  wiady  days,  and  when  I  do  it,  I 
generally  close  windows  and  doors  and  keep  the  air  in  the 
room  as  still  as  possible.    I  do  not  do  it  in  a  room  in  which 


Via.  e.—A  Beaker  Containing  a  Number  of  Colture-tubes  Plugged 
WITH  Cotton-wool. 


recently  (say  an  hour  or  two  previously)  the  floor,  walls,  or 
tables  have  been  swept. 

I  have  opened  under  these  conditions  the  plugs  of  test- 
tubes  containing  sterile  material,  and  kept  them  so  for  a 
time  varying  from  one  to  ten  seconds,  and  in  some  instances 
i  have  not  seen  more  than  from  10  to  20  per  cent,  con- 
taminated. 

Now,  having  filled  the  required  number  of  test-tubes  and 
flasks  with  tlie  desired  quantity  of  fluid,  I  subject  these 
senaiim  to  boiling.     By  means  of  an  ordinary  test-tube 
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holder  I  hold  them  above  a  very  small  flame  until  the  fluid 
boils,  and  keep  it  so  boiling  for  from  two  to  five  minutes. 
During  this  process  of  boiling  the  cotton- wool  is  only  slight!  v 
pulled  up,  and  immediately  before  ceasing  to  boil  the  plug  is 
again  replaced,  and  pushed  do^ra  with  a  clean  glass  rod. 
Then  the  test-tube  is  placed  (of  course  upright)  in  a  beaker  at 
the  bottom  of  which  a  layer  of  cotton-wool— a  sort  of  cushion 
—has  been  placed.  Wlien  finished,  the  test-tubes  in  the 
beaker  are  all  transferred  to  the  incubator  and  kept  there  for 
from  twelve  to  twenty-four  hours  at  a  temperature  of 
32°— .38°  G.  Then  the  boiling  is  repeated  once  more.  After 
this  they  are  kept  in  the  incubator  for  several  days  to  several 
weeks.  I  generally  keep  them  there  for  two  to  three  weeks, 
and  all  those  in  which  the  fluid  has  remained  limpid  and 
clear  are  considered  sterile  and  ready  for  use.  As  a  rule, 
starting  with  sterile  stock  fluid,  and  using  thoroughly  sterile 
test-tubes  and  cotton-wool  plugs,  after  once  or  twice  boiling 
after  decanting,  there  ought  to  be  no  loss  of  tubes  through 
accidental  contamination  with  air-organisms  (during  de- 
canting). Sometimes,  however,  I  have  had  loss  to  the 
amount  of  5  per  cent,  or  more,  but  then  there  was  always  a 
hitch  of  some  kind  traceable.  To  decant  under  carbolic  acid 
spray  is  not  practicable  and  possesses  many  unpleasant  draw- 
backs, besides,  in  some  instances  Avhen  I  used  it,  there  wag 
really  a  greater  percentage  of  contaminated  tubes  than  without 
it.    I  therefore  do  not  use  the  spray. 

Test-tubes  containing  solid  nourishing  material  are  generally 
kept  sufficiently  inclined  during  solidification  of  the  material 
(see  a  former  chapter)  to  allow  the  material  to  spread  into  a 
layer  of  large  area,  although  tliis  is  not  essential. 


CHAPTER  V. 


METHODS  OF  INOCULATION. 


Having  now  in  test-tubes  and  small  flasks  sterile  materiiil 
ready  for  inoculation,  it  is  necessary  to  describe  the  mode  of 
inoculating  the  same. 

_  1.  Inoculations  from  Artificial  Cultures.— The  first  and 
simplest  is  the  case  where  it  is  required  to  inoculate  a  new 
tube  or  flask  with  a  definite  organism  that  has  been  growincr 
previously  in  a  culture-tube  ;  that  is  to  say,  where  it  is 
required  to  establish  from  an  artificial  cultivation  a  new  and 
further  artificial  cultivation.  Take  a  freshly  drawn-out 
capillary  pipette,  with  a  fine  point,  as  described  in  a  former 
chapter  ;  draw  up  with  clean  forceps  slightly  the  top  part  of 
the  cotton-wool  plug  of  the  old  tube  or  flask,  push  carefuUv 
and  gently  one  of  the  pointed  ends  of  the  capillary  pipette-^ 
the  other  can  be  broken  off  blunt— through  the  remaininc^ 
part  of  the  cotton-wool  plug,  and  push  it  downwards  till  it 
emerges  mto  the  culture-fluid,  or,  if  this  be  solid  material,  tUl  it 
reaches  the  spot  or  place  where  the  organism  is  growing  •  allow  a 
small  droplet  to  ascend  into  the  capillarv  pipette,  which  it 
readily  does  by  capillarity  ;  or  if  a  larger  quantity  is  required 
draw  It  up  by  gently  sucking  at  the  outer  end  of  the  capillary 
pipette.  Then  draw  the  capillary  pipette  altogether  out  of  the 
tube  and  cotton-wool  plug,  and  push  this  latter  down  with  the 
lorceps  into  its  former  position.  Immediately  after  this  pro- 
ceed to  inoculate  the  new  culture-tube  by  doijig  exactly  the 
same  as  before  viz.,  draw  up  slightly  with  the  forceps  the  top 
part  of  Its  cotton-wool  plug,  push  through  the  remainder  of 
this  plug  the  pointed  end  of  the  capillary  pipette,  i  e.  the  one 
containing  the  droplet  of  the  material  to  be  sowA,  and  push 
It  into  the  material  at  the  bottom  of  the  test-tube  or  flask  A 
trace  of  the  sowing  material  flows  out  by  itself,  or,  if  a  iarr^e 
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quantity  is  required,  it  is  carefully  blown  from  the  pipette. 
If  the  sowing  is  to  be  carried  out  on  the  surface  of  the  solid 
nourishing  material,  the  inoculation  is  of  course  performed  by 
depositing  the  seed  on  the  surface  ;  if  in  the  depth,  the  end 
of  the  pipette  is  pushed  down  into  the  depth  of  the  material 
and  the  seed  there  deposited.  The  pipette  is  then  altogether 
withdrawn  and  the  plug  replaced  as  before.  The  new  tube  is 
then  placed  in  a  beaker  on  a  cushion  of  cotton-wool,  and 
exposed  to  the  required  temperature  in  the  incubator. 

If  we  have,  however,  a  culture-fluid  or  any  fluid  that  con- 
tains, as  the  microscopical  examination  proves,  various  species 
of  organisms,  which  we  wish  to  isolate,  i.e.  if  we  wish  to 
introduce  into  a  new  culture-tube  only  one  species,  then  the 
method  of  Klebs  of  "  fractional  cultivation,"  or  the  method  of 
Lister  and  v.  Nageli  of  "  dilution,"  is  resorted  to. 

The  "fractional  cultivation"  consists  in  the  attempt  to 
isolate  by  successive  cultivations  the  different  organisms  that 
have  been  growing  previously  in  the  same  culture.  If  we 
take  up  by  means  of  a  capillary  pipette  a  trace  of  the  culture- 
fluid,  and  inoculate  with  traces  of  it  in  the  manner  above 
described  a  series  of  new  culture-tubes  containing  various 
nourishing  materials,  and  expose  these  tubes  in  the  incubator 
to  a  definite  temperature,  say  35°  C,  then  the  chances  are 
that  in  the  first  twenty- four  or  thirty-six  hours  not  all  the 
dift'erent  species  of  organisms  sown  out  will  have  increased 
equally  in  numbers  ia  all  tubes;  most  probably  only  one 
species  in  each  tube,  i.e  the  one  that  grows  best  m  this 
particular  medium  and  at  this  particular  temperature,  will  be 
found  to  have  increased  to  an  enormous  extent,  while  the 
others  have  made  little  or  no  progress  as  yet.  The  nourishmg 
fluid  appears  turbid,  and  fiUed  chiefly  with  the  one  kmd  of 
organism  Now  draw  out  with  a  fresh  capillary  pipette  a 
nimute  droplet  of  this  new  culture  and  inoculate  with  a  trace 
of  it  a  new  culture-tube.  The  chances  are  that  you  inoculate 
only  one  kind,  that  is,  the  one  which  is  most  abundant  or 
perhaps  is  solely  present.  After  twenty-four  hours  incubation 
this  new  tube  contains  now  probably  only  one  kind_  ot 
oro'anism.  To  make  it  quite  certain,  inoculate  Irom  this  a 
new  culture-tube  in  the  same  manner,  and  now  you  probably 
have  sown  only  a  single  species.  In  this  manner  by  continued 
transference  it  is  possible  to  obtain  cultures  with  only  one 
species  of  organisms.  Mai.y  conditions,  such  naked-eye 
appearances  o"f  a  particular  kind,  coloration  of  the  cultiire- 
SL,  formatioil  of  a  pellule  the  quantity  of  1^  ;n  a 

given  time,  soon  indicate  whether  we  have  the  desu-ed  smgle 
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species  ;  iii  some  instances  it  is,  however,  extremely  difficult 
to  isolate  after  this  method. 

The  method  of  "  dilution  "  means  diluting  the  culture-fluid 
containing  the  various  species  to  a  very  large  extent  with  some 
sterile  indifferent  fluid,  such  as  well-boiled  saline  solution  of 
0'6  per  cent.,  and  then  inoculating  new  tubes  with  a  droplet 
of  this  greatly  diluted  material.  For  this  purpose  draw  into  a 
rather  large  pipette  a  tiny  droplet  of  the  old  culture-fluid, 
then  pass  the  pointed  end  of  this  pipette  into  a  test-tube  or 
flask  (plugged)  containing  well-boiled  saline  solution,  and 
draw  up  a  quantity  of  this  solution  so  as  to  greatly  dilute 
(1000-fold  or  more)  the  droplet  of  culture-fluid,  and  with  thi.s 
inoculate  then  a  series  of  new  culture-tubes  containing  different 
nourishing  material,  using  always  only  a  trace  for  inoculation. 
In  this  way  it  is  probable  that,  owing  to  the  great  dilution, 
the  trace  of  a  droplet  of  this  mixture  used  for  the  new  inocu- 
lation contains  only  one  species.  Using  a  series  of  new  culture- 
tubes  and  inoculating  them  thus,  after  twenty-four  hours  of 
incubation  it  will  be  found  that  some  tubes  have  not  received 
any  seed,  others  only  one  species.  If  it  be  rec|uired  to  dilute 
the  original  fluid  greatly,  say  if  it  teems  with  different  or- 
ganisms, then  a  droplet  of  this  is  placed  into  a  large  flask 
containing  the  well-boiled  saline  solution,  so  that  a  dilution 
of  1  in  1,000,000  or  more  can  be  effected. 

The  two  methods  i.e.  that  of  fractional  culture  and  of 
dilution,  may  be  successfully  combined  in  this  way  :  from 
the  first  or  second  new  culture,  established  after  the  method  of 
fractional  cultivation,  in  whicli  after  twenty-four  or  thirty-six 
hours  one  species  greatly  predominates,  draw  out  with  a  large 
capillary  pipette  a  droplet,  and  dilute  this  to  a  great  extent 
with  the  saline  solution,  as  described  above,  and  now  inoculate 
with  a  trace  of  this  mixture  a  new  culture-tube.  Or,  if  after 
twenty-four  hours'  incubation  the  microscope  reveals  in  this 
further  culture  more  than  one  species,  continue  the  process  of 
dilution  and  inoculation  for  a  further  generation.  Thus  it  is 
possible  to  obtain  cultures  of  only  one  species,  although  the 
original  fluid  contained  several  species  of  organisms. 

2.  Inoculations  with  Blood,  Juices,  and  Tissues.— To  establish 
a  cultivation  from  blood  of  a  dead  animal,  cut  open  the  thorax 
by  removing  the  sternum  with  clean  scissors,  cut  open  the  peri- 
cardial sac,  pierce  with  the  pointed  end  of  a  fresh  capillary 
pipette  the  wall  of  tlie  right  ventricle  or  right  auricle,  and 
allow  a  drop  or  two  of  blood  to  ascend  into  the  pipette,  or  if  a 
larger  quantity  is  required  suck  it  up.  Withdraw  the  pipette 
and  inoculate  new  culture-tubes  as  above.    Or,  if  blood  of  a 
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large  vein  is  required,  separate  the  vessel  with  clean  instru- 
ments, and  make  a  small  incision  with  clean  scissors  and  push 
the  pointed  end  of  the  capillary  pipette  well  fonvard.  If 
juice  of  a  lymphatic  gland,  or  spleen,  or  other  parenchymatous 
organ  be  required,  pierce  the  organ  after  having  washed  its 
surface  with  solution  of  perchloride  of  mercury  (Koch),  with 
the  pointed  end  of  a  capillary  pipette,  then  push  it  into  the 
part  required  for  a  little  distance,  and  squeezing  the  organ 
press  a  drop  or  two  of  the  juice  into  it.  The  same  procedure 
is  adopted  when  the  pus  of  an  abscess  is  required,  the  wall  of 
which  can  be  pierced  with  the  pointed  end  of  the  capillary 
pipette.  If  not,  a  slight  incision  is  made  and  the  pipette 
introduced  through  this  into  the  abscess.  If  blood  of  a  living 
animal  is  required,  expose  a  vessel  with  clean  instruments,  make 
a  small  incision  with  clean  scissors,  push  through  this  incision 
the  pointed  end  of  the  capillary  pipette  well  forward,  and  allow 
the  blood  to  rise  into  the  capillary  tube.  If  blood  of  a  living 
human  being  is  required,  clean  well  with  soap  and  water  and 
then  with  strong  carbolic  acid  or  perchloride  of  mercury  solution 
the  tip  of  a  finger,  make  a  venous  congestion  in  the  last  phalanx 
by  compressing  it  with  a  comer  of  a  hankerchief,  prick  the 
volar  skin  of  the  phalanx  with  a  clean  (overheated  and  cooled) 
needle,  and  plunging  the  pointed  end  of  the  pipette  into  the 
drop  of  blood  allow  a  droplet  to  ascend  into  the  capillary  tube 
of  the  pipette. 

If  solid  tissues  or  parts  of  tissues  are  required,  e.g.  the  base 
of  an  ulcer,  a  tubercle  of  the  liver,  spleen,  or  lung,  it  is  possible 
to  squeeze  into  the  capillary  tube  of  a  pipette,  after  pushing  its 
pointed  end  into  the  part,  a  small  droplet  of  juice  of  the  part 
required  ;  but  if  this  be  not  practicable,  i.e.  if  a  solid  particle 
be  required,  then  foUow  Koch's  method.  This  is  as  foUows  : 
cut  with  clean  scissors  or  scalpel  into  the  part,  dig  out  rapidly 
with  the  point  of  a  needle  or  platinum  wire  previously  over- 
heated in  the  flame  of  a  burner  a  small  particle,  and  quickly 
introduce  this  into  the  culture-tube  to  the  place  required,  e.g. 
surface  or  depth  of  a  solid  or  fluid  nourishing  material.  _  Of 
course  in  this  case  the  cotton-wool  must  be  altogether  lifted, 
and  therefore  contamination  with  organisms  is  possible.  But 
inoculating  several  tubes  at  once  and  performing  the  operation 
quickly,  one  always  succeeds  in  getting  some  of  the  tubes 
without  any  air-contamination.  I  have  made  numerous  in- 
oculations with  solid  particles  (tubercles)  in  this  manner,  and 
like  Koch  have  seen  only  a  small  percentage  of  tubes  goiiig 
bad  through  contamination  with  air-organisins. 

The  same  plan,  i.e.  of  using  the  clean  point  of  a  needle  oi 
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platinum  wire  for  taking  up  the  material  to  be  used  for  inocu- 
lation, is  resorted  to  if  one  has  to  deal  with  the  culture  of  solid 
nourishing  material,  on  or  in  which  the  organisms  are  growing 
that  we  want  to  transplant  either  for  inoculation  of  a  new  tube 
or  of  an  animal.  A  useful  method,  which  does  not  require 
the  liftiag_  out  of  the  plug  at  all,  and  which  can  easily  be 
employed  in  the  last  case,  is  this  :  deposit  from  the  pointed"  end 
of  a  capillary  pipette  a  droplet  of  some  sterile  fluid  (broth  or 
thoroughly  boiled  saline  solution)  on  the  spot  of  the  solid 
medium  on  which  the  organisms  are  growing,  then  scratch  this 
spot  with  the  end  of  the  capillary  pipette  in  order  to  get  the 
organisms  off  from  the  solid  basis  and  mixed  with  the  drop  of 
fluid  deposited  there,  then  let  this  drop  again  ascend  into  the 
end  of  the  capillary  pipette,  and  withdraw  this  altogether.  All 
this  can  be  done  without  lifting  out  the  cotton-wool  plug  of  the 
test-tube  or  flask  in  which  the  growth  is  proceeding. 

If  one  has  to  use  a  particle  of  tissue  the  surrounding  portions 
of  which  are  probably  contaminated  by  putrefactive  organisms, 
e.g.  a  tubercle  in  the  lung  or  a  tubercle  in  the  spleen,  it  is  well 
to  follow  Koch,  and  to  disinfect  the  surrounding  parts  by  just 
washing  them  with  a  dilute  solution  of  corrosive  sublimate,  and 
then  to  remove  these  parts  with  clean  scissors  so  as  to  obtain 
the  central  particle  which  one  wishes  to  use  for  inoculation  : 
of  course  one  must  not  steep  the  whole  organ  in  sublimate 
solution,  since  this  would  naturally  destroy  all  organisms. 

All  these  methods  can  be  easily  modified  according  to  the 
requirements  of  the  special  cases,  and  it  is  not  necessary  here 
to  give  more  than  what  has  already  been  described  in  the 
precedmg.^ 

In  order  to  observe  in  a  microscopic  specimen  the  gradual 
changes  m  the  growth  of  a  micro-organism,  there  are  several 
methods  employed.  In  all  of  them  it  is  of  course  necessary  to 
keep  the  specimen  heated  up  to  the  desired  temperature. 

i  he  simplest  method  consists  in  sowing  the  organisms  on  a 
siutable  nourishing  material  in  a  small  glass  cell,  fit  to  be 
placed  on  the  stage  of  a  microscope  and  to  be  there  observed 
even  with  high  powers,  similar  to  those  cells  which  Koch  has 
used  m  his  studies  on  bacillus  anthracis.    Such  a  glass  cell 

We  nn?l  '  ^  T  '11''-^^  '^^"^re  a  concave  pit!  not  too 
large,  and  capab  e  of  being  quite  closed  up  by  an  ordinarv 
cover-glass,  the  edges  of  which  fasten  by  means  of  clean  paraS 
or  olive  oil.    Place  with  a  clean  needle  a  speck  of  spleen  pulp 

oL  '/.m«l:;j.:iL^^'^'i^;'rt'''rs^i  '"'z.rs^T]''r''^'T'^. 

E^rlin.  klin.  fJ'ocftra.cftrj/^  No!  15"'lSb2!  '  ^'i^ologre  d.  Tuherculose. 
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of  an  animal  dead  of  anthrax  into  a  drop  of  nourishing  material, 
fluid  or  solid,  on  tlie  centre  of  a  clean  cover-glass,  the  edges  of 
which  have  been  prepared  as  just  mentioned,  and  fasten  this 
on  the  above  slide  so  that  the  specimen  faces  the  concave  pit*: 
expose  this  so  prepared  specimen  to  a  constant  temperature, 
either  by  placiiig  it  in  the  incubator  and  examining  it  wath  the 
microscope  from  hour  to  hour,  or  on  the  warm  stage  (Strieker, 
Ranvier)  used  in  histological  work  for  direct]  y  observing  the 
influence  of  temperature  on  the  various  cells  and  tissues  ;  or, 
place  it  simply  on  the  stage  of  the  microscope  and  expose  the 
whole  (i.e.  microscope  and  all)  in  a  suitable  M^arm  chamber 
(after  Klebs),  but  so  that  the  chamber  allows  light  to  pass  by 
means  of  a  small  window  to  the  mirror  of  the  microscope,  while 
the  eyepiece  is  so  arranged  as  to  project  through  a  hole  in  the 
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Yia.  7.— A  Glass  Cell,  for  Observing  under  the  Microscope  the 
Prooress  of  Growth  of  Micbo-obganisms 

The  upper  figure  sliows  the  cell  in  perspective  ;  the  lower  figure  in  profile  or 
cross  section. 

A.  Glnss  slide. 

B.  Cover-glass, 

C  Glass  ring  forming  the  wall  of  the  chamber. 

P  Drop  of  nourisliiug  material  in  which  the  micro-organisms  grow. 


upper  wall  of  the  chamber.  The  plan  which  I  generally  follow 
is  with  slight  modifications  that  of  Koch. 

A  glass  cell  (Fig.  7)  is  made  by  cementing  a  glass  ring,  f  — | 
inch  in  diameter  and  about  i— yV  i"ch  high,  on  to  an  ordinary 
glass  slip.  The  chamber  of  this  cell  is  weU  cleaned  -nitli 
absolute  alcohol.  A  thin  cover-glass,  square  or  round,  about 
one  inch  in  breadth,  is  well  heated  by  holding  it  for  a  few 
seconds  over  the  flame  of  a  gas-burner  or  spirit-lamp.  On 
the  upper  edge  of  the  above  glass  ring  is  placed  with  a  camels' 
hair  brush  a  thin  layer  of  clean  olive  oil  ;  a  droplet  of  water 
is  deposited  on  the  bottom  of  the  cell  in  order  to  keep  this. 
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at'terwcards  well  supplied  with  moisture  ;  a  drop  of  the  sterile 
nourishing  material  (broth,  aqueous  humour,  hydrocele  fluid, 
blood  serum,  liquefied  gelatine  mixtiire,  liquefied  Agar- Agar 
mixture,  &c.)  is  then  deposited  by  means  of  a  capillary  pipette 
on  to  the  centre  of  the  cover-glass  ;  then  the  point  of  a  capillary 
pipette  or  needle  containing  the  material  it  is  desired  to  sow  is 
rapidly  plunged  into  the  drop  of  the  nourishing  material  (or  if 
this  is  solidified  is  deposited  in  lines  or  points  on  the  drop  of 
nourishiag  material),  the  cover-glass  inverted  and  placed  on  to 
the  glass  ring  :  the  layer  of  olive  oil  keeps  the  edges  of  the 
cover-glass  air-tight  on  the  glass  ring.  This  cell  is  then  placed 
into  the  mcubator  and  exposed  there  to  the  desii-ed  temperature. 
Microscopic  examination  is  carried  out  from  time  to  time  to 
watch  the  progress  made.  This  can  be  done  with  high  powers, 
smce  the  growth  is  taking  place  on  the  lower  surface  of  the 
cover-glass. 

Although  contamination  with  air-organisms  is  not  excluded, 
still  it  is  possible  by  making  several  specimens  at  the  same 
time  and  operating  rapidly,  to  obtain  pure  cultures.  This 
glass  cell  can  be  also  watched  on  a  warm  stage,  or  in  a  Klebs' 
warm  chamber. 

M.  Nachet  of  Paris  has  designed  a  glass  cell,  in  which  the 
drop  of  nourishing  material  is  deposited  on  to  the  bottom  of 
the  cell,  the  glass  slip  being  here  replaced  by  a  very  thin 
glass  ;  but  then  there  is  a  peculiar  arrangement  in  the  micro- 
scope, by  which  the  lower  surface  of  the  glass  cell,  i  e  the  one 
Sfation*^^  directly  subjected  to  microscopic 

After  what  has  been  said  above  about  inoculation  of  solid 
and  fluid  nourishing  media  with  solid  matter,  it  is  not  necessary 
to  dwell  specially  on  the  method  of  inoculation  with  earth  or 
similar  substances. 

3  Examination  of  Water  for  Micro-organism.s.-Most  waiter 
contains  bacteria  of  some  kind,  as  has  been  shown  by  direct 
experiment  by  Burdon  Sanderson.^  If  any  sample  of  water  i 
to  be  examined  for  micro-organisms,  particularly  bacterial 
forms,  It  IS  allowed  to  stand  for  a  few  hours,  till  most  of  the 
par  iculate  matter  is  settled,  and  then  with  a'capiUary  pipette 
a  ittle  of  the  fluul  and  ..ediment  is  drawn  out  and  us^dZ  (S 
microscopic  specimens  to  be  examined  fresh  ;  (h)  microscope 
speciniens  prepared  after  the  Weigert-Koch' nietS,  by 
preadmg  out  on  a  cover-glass  a  thin  layer,  dryin..  it  stahiiiia 
It  with  suitable  aniline  dyes,  e.g.  Spiller^  purpll,  genliLn  Set^ 

'  Reports  of  the  Medical  Officer  of  the  Privi,  Council,  1870. 
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methyl  blue,  or  magenta,  washing  with  water,  then  spirit,  then 
distilled  water,  then  drying,  and  finally  mounting  it  in  Canada- 
balsam  solution,  (c)  Test-tubes  containing  sterile  nourishing 
material  (broth,  Agar-Agar  mixture,  gelatine  mixture,  Cohn's 
or  Pasteur's  fluid)  are  inoculated  in  the  manner  described 
previously,  i.e.  by  piercing  the  cotton-wool  plug  with  the 
pointed  end  of  the  capillary  pipette.  These  test-tubes  are 
then  exposed  in  the  incubator,  and  after  one  or  two  days  or 
more,  a  sample  is  withdrawn  with  a  capillary  pipette,  and  used 
for  microscopic  examination.  As  a  rule,  after  a  day  or  two  of 
iucubation  we  can  already  distinguish  -Rath  the  unaided  eye 
whether  there  are  any  organisms  present,  the  nourishing 
fluid  either  being  uniformly  turbid— this  is  generally  the 
case — or  there  being  a  growth  at  the  bottom  of  the  fluid.  But 
of  course  the  microscopic  examination  only  shows  what  kind 
of  organisms  are  present.  New  cultivations  are  made  from 
this  one,  if  any  are  required,  {d)  A  good  plan  of  recognising 
easily  that  there  are  present  various  kinds  of  organisms  in 
such  cultures  is  one  similar  to  that  recommended  by  Professor 
Angus  Smith.i  Sterile  gelatine  broth  or  gelatine  only, 
contained  in  sterile  test-tubes  plugged  with  sterile  cotton-wool, 
is  liquefied,  but  of  course  not  heated  to  more  than  about  35° 
—40°  C,  then  inoculated  witli  the  water  (to  be  tested),  by 
means  of  the  capillary  pipette  ;  after  inoculation  the  gelatine 
is  mixed  by  shaking  the  test-tube  slightly.  In  this  way  the 
orcanisms  present  in  the  water  are  distributed  in  the  gelatme. 
Then  tlie  gelatine  is  allowed  to  set  and  is  kept  in  this  solid 
state.  The  organisms  being  distributed  in  the  gelatine,  after 
some  days'  growth  are  noticeable  as  clusters  which  gradually 
increase"in  extent  and  are  distributed  in  various  parts  of  the 
medium.  The  various  species,  owing  to  diilerence  of  growth, 
form  clusters  differing  in  aspect,  size,  and  arrangement 

4  Examination  of  ^ir.— The  simplest  plan  to  test  tor  the 
presence  of  organisms  in  the  air  is  to  draw  out  the  cotton-wool 
plucT  of  several  test-tubes  or  flasks  containms  the  sterile 
nourishing  material,  or,  if  this  be  boiled,  potato,  paste,  or  gela- 
tine (see  p.  14),  to  expose  their  surface,  and  to  leave  it  thus  for 
variable  periods,  from  a  few  seconds  to  several  minutes  Then 
replace  everything  and  expose  the  material  to  mcubation  or 
keep  it  only  at  the  ordinary  temperature  of  the_  room.  _  An- 
other method  is  to  collect  the  particles  present  in  the  air  on 
glasses  moistened  with  pure  glycerine  Maddox),  and  t  en 
to  make  microscopic  specimens  or  inoculate  tubes  ^vitli  llu. 
glycerine. 

'  SiviUary  Vtecord,  p.  344,  1SS3. 
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A  method  M-hich  is  very  useful  is  the  one  recommended  by 
C.Im  and  Miflet.i  The  principle  of  it  is,  that  by  means  of  an 
aspirator,  an  air-pnmp  of  any  kind-e,<7.  a  Spren-el  pump,  or 
sniiply  the  fall  of  water-air  of  a  particular  locaHty  is  drawn 
into  one  two,  or  more  Wolff's  bottles  (each  with  the  ordinarv 
two  bent  glass  tubes),  connected  with  one  another  by  short 
pieees  o  india-rubber  tubing,  and  containing  the  sterile  material 
uZ.\  ■       ^g'™'^"^^  are  required  to  grow.    All  bottles  and 

t  e4  Wl.  T■''^  '''''h'^'^  Pl"ggi"g  of  the  tubes  after 
he  air  has  passed  is  done  with  sterile  cotton-wool.  Any  quan- 
tity ol  air  lor  any  length  of  time  can  thus  be  passed  throuc^h 
a  series  of  such  bottles,  the  one  that  receives  the  air  first  be  nc^ 
of  course  most  contaminated.  ° 
Tlie  bottles  are  after  the  experiment  placed  in  the  incubator 
ifoSoi       '''''''  ^-o"  plugged  wLh 

JuSj^fSj^Si^r'^'^'  "^^^ 

I  ZeiUehr.  f.  Biot  d.  Pfl.  iii.  1,  p.  1,9 
I^es  Oigammes  vivanls  da  VAtmosphire,  Paris,  188S. 


CHAPTER  VI. 


MORPHOLOGY  OF  BACTERIA. 


Bacteria  are  minute  organisms  not  containing  clilorophyll, 
and  multiplying  by  fission — lience  the  term  schizomycetes  (v. 
Nageli).  They  are  composed  of  a  kind  of  protoplasm,  the 
mycoprotein  of  Nencki,  and  are  invested  with  a  membrane, 
which  is  composed  chiefly  of  cellulose  and  a  certain  amount 
of  mycoprotein  (Nencki). 

Their  contents  are  transparent  and  clear,  but  sometimes  con- 
tain minute  bright  granules  of  sulphur  (Beggiatoa).  Owing  to 
the  cellulose  membrane  they  resist  the  action  of  acids  and 
alkalies.  Many  species  of  bacteria— micrococcus,  bacterium, 
spirillum— are  able  by  rapid  multiplication  to  form  colonies  ; 
the  individuals  are  then,  embedded  in  a  hyaline  gelatinous 
matrix  produced  by  them,  this  is  also  mycoprotein.  Some 
species  are  possessed  of  one  or  two  straight  or  slightly  spiral 
cilia  or  flagella,  and  thereby  they  are  capable  of  locomotion, 
darting  through,  or  spinning  round,  in  the  fluid  in  whicli  they 
are  suspended.  Such  is  the  case  with  many  kinds  of  bacteria, 
bacilli,  and  spirilla. 

Bacteria  grow  best  when  left  undisturbed  ;  movement  ol  the 
vessel  in  which  they  grow  is  not  advantageous.  Light  and 
electricity  do  not  appear  to  have  a  decided  influence,  since 
most  of  them  grow  well  in  the  light.  According  to  Colin  and 
Mendelssohn,!  strong  electric  currents  have  a  noxious  influence 
on  the  growth  of  micrococci. 

Some  bacteria  require  free  access  of  oxygen,  and  are  chilled 
aerobic  (Pasteur);  others  grow  without  free  oxygen,  and  are 
anaerobic  (Pasteur).  All  require  for  their  growth  certain 
nourisliing  materials  containing  carbon  and  nitrogen.  Water 

«  Coliu's  Eeilr.  z.  Biol.  d.  Pfi.  Bel  iii.  1. 


CH.  VI.] 


MORPHOLOGY  OF  BACTERIi\. 


35 


is  an  essential  element  for  them,  and  a  certain  temperature  is 
in  many  instances  a  stimulant  of  their  growth.  Most  pathogenic 
bacteria  require  for  their  propagation  a  temperature  varying  iu 
the  different  cases  between  18°  and  40°  C.  The  bacteria  obtain 
their  nitrogen  from  organic  compounds  ;  some  are  capable  of 
obtaining  it  from  compounds  as  simple  as  ammonium  tartrate  ; 
others,  especially  pathogenic  organisms,  require  much  more 
complex  combinations,  such  as  occur  in  the  anijual  bod  v. 
Carbon  they  obtain  likewise  from  organic  compounds,  such  as 
carbohydrates,  amongst  which  sugar  is  the  chief,  and  ven-etable 
acid.?  combined  as  salts  are  also  to  be  mentioned.  It  is  es'sential 
for  all  that  certain  inorganic  salts,  phosphates,  potas.sium  and 
sodium  salts,  should  be  present,  .since  tJieir  own  substance 
contains  a  large  percentage  of  it— 4  to  6  per  cent 

While  all  are  capable  of  disintegrating  organic  combinations 
contaming  nitrogen,  they  in  their  turn  help  to  produce  certain 
chemical  products,  which  in  some  cases  are  definite  for  a  de- 
ftnite  species  (see  below).  Such  is  the  case  with  tlie  various 
bacteria  connected  with  the  fermentations  producing  lactic 
acid,  butyric  acid,  and  acids  belonging  to  the  aromatic  series 
Un  many  bacteria  connected  with  putrefaction,  and  also  on 
some  pathogenic  organisms,  these  chemical  products  have  a 
deletenous  effect.  Small  quantities  impede  their  growth  and 
sufficiently  large  quantities  kill  them  al  together 

Most  bacteria  are  killed  by  heat  below  the  temperature  of 
boiling  water,  many  of  them  when  exposed  for  several  1  ouJ 
to  a  tempera  lire  above  50"-60°  C.    Exceptions  are  the  spores 
of  bacilh,  which  m  some  in.stances  (spores  of  hay  bac  llus 
Cohn  require  exposure  to  the  heat  of  boiling  water  for  as  much 
as  half  an  hour.  _  By  rai.«ing  the  boiling-point  abo^e  S 

Drying  destroys  mo.st  bacteria,  except  the  snores  of  bncilli 

iMcd  1  which  survive  exposure  to  as  low  a  tempeSre  a 
-  15  C  even  when  exposed  for  an  hour  or  more  ^  No  fores 
survive  exposure  to  a  temperature  of  120°  C  ^ 

■smceeven  solutions  as  weak  as  iNfin  nnn  ^  1  ^^"^'^ 
the  growth  of  bacillus  antW?         ^'^'^^  '™  ^'"^"^  '°  ^"^"^^^ 

anfuiln^Sfrit^^^^^tl^^ 

biiaii   adopt.    (1)  .spherobactena  micrococci- 
Jif  tr.  z.  n.  d.  pji.  Ba.  i.  ' 
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(2)  bacteria  or  microliacteria  ;  (3)  bacilli  or  desmobacteria ; 
(4)  spirilla,  (5)  spirochjEtas.  There  are  also  various  kinds 
which  approach  one  or  the  other  of  these,  e.g.  ascococcus, 
sarcina,  leptothrix  (Beggiotoa),  cladothrix,  streptothrix,  &c. 
(see  below). 

I  shall  not  attempt  to  give  an  exhaustive  description  of  the 
morphological  characters  of  all  micro-organisms,  but  shall  limit 
myself  to  those  forms  are  related  in  some  way  or  other 

to  diseases. 


CHAPTER  VII. 


MICROCOCCUS  (Hallier,  Cohn), 

By  the  specific  term  micrococcus  is  understood  a  minute 
spherical  or  shghtly  oval  organism  (spherobacterium,  Cohn\ 
that  like  other  bacteria  divides  by  fission  (schizomycetes),  and 
that  does  not  possess  any  special  organ,  cilium  or  flagellum  bv 
using  which  It  would  be  capable  of  moving  freely  about 
Micrococci,  like  other  granules  when  suspended  in  a  fluid 
medium,  show  (Brownian)  molecular  movement.  Micrococci 
propagate  always  by  simple  division,  never  by  any  other 
means,  e.g.  gemmation  and  spores.  All  assertions  to  the 
contrary  are  based  on  incorrect  observations.  All  micrococci 
possess  a  delicate  membrane  of  cellulose,  and  owing  to  this 
resist  the  action  of  alkalies  and  acids.  The  contents  are 
homogeneous  and  highly  refractive  while  active,  pale  when 
inactive  They  consist  like  those  of  other  bacteria  of  myco- 
protem  (Nencki).  The  size  of  micrococci  varies  within  con- 
siderable limits,  say  0-0008 -0  002  millimetres,  or  even  a  little 
more.    Micrococci  vary  greatly  as  regards  both  size  and  mode 

tFT^^r.f^  ""^"P^y  "^-^  ^.^'8^^*^^  ^^^^g'-^t^^S  <ind  then  divTd^ 
r^f'tW         '''r i^t^^  a  dumb-bell  ;  each 

of  these  again  divides  into  two,  either  transversely  or   n  the 
8ame_  direction  as  before.    The  new  elements  of^success  e 
divisions  niay  remain  connected,  and  thus  form  a  cSn  for 
iiiycothnx,  Itzigsohn  and  Hallie'r  ;  torulaform  stSnirShn) 
Bneif  ffP''*-*'        '^""^'^  organisms  or  dumb-bells."  n  son 
be  1     n  ntf     f  P/^-^'"         tendency  to  form  chiefly  dumb! 

Such  exquisite  chains  one  meets  with  sometimes  in  serum  of 
Wood  exposed  to  the  air  for  some  days,  and  in  pleS  ^nd 
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peritoneal  exudations  of  animals  dead  for  a  few  daj's.  I  liave 
seen  in  an  artificial  culture  made  by  my  friend  Mr.  A.  Lingard 


•: 


•••••  — 


Fia.  8.— Micrococci  of  Putiiid 
Hdman  Sputum. 

1.  Sinple  micrococci  and  dumb-bells. 

2.  Short  chains. 
3  A  long  chain. 
4.  A  zoogloea. 

Tliis  and  all  subsequent  figures  are 
drawn  under  a  ran.gnifying  power  of 
about  700  diameters  except  stated 
otlierwise. 


Fig.  9. — From  the  same  Putrid 
Sputum  as  in  previous  Figure. 
The  Micrococci  are  larger. 

1.  Dunib-bei:s. 

2.  SarciniE. 

3.  A  small  zooglcea,  in  reality  consist- 

ing of  four  sarciua-groups. 


from  a  blister  in  a  rabbit's  ear  the  most  exquisite  convolutions 
of  threads  of  micrococci.    (See  Fig.  10.) 


•        A..- ! 

..V 
J  •  -•  :'•/  •  • 


Fig.  10— Part  of  a  Convolution  of  Chains  op  Micrococci;  from  an 
Artificial  Cultivation  started  with  the  Serum  of  a  Blister  ok  a 
Rabbit's  Ear. 


A  dumb-bell  is  also  called  a  diplococcus  (Billroth).  Between 
the  individuals  of  a  dumb-bell  there  is  always  noticeable  a 
Bhort  pale  intervening  bridge. 
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Some  ppecies  are  specially  characterised  by  dividing  into  a 
dumb-bell,  and  each  of  tlie  elements  dividing  again  trans- 
versely into  a  dumb-bell ;  a  group  of  four  (tetrade  or  sarcina- 
form)  is  thereby  produced.  Some  species  are  occasionally  met 
with,  particularly  in  products  of  air-contamination,  in  which 
the  four  individuals  are  closely  pressed  against  one  another, 
and  then  each  assumes  more  or  less  the  shape  of  a  cube,  a  true 
sarcina  (see  below).  But  each  of  these  cubes  divides  into  four 
small  micrococci  arranged  as  a  small  sarcina,  so  that  a  sarcina- 
within-sarcina-form  results. 


•  ••• 
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Fio.  11.— Giant  Micrococci,  from 
SAME  Putrid  Spdtom  as  in  pre- 
vious Figures. 

1.  Dumb-bells. 

U  Division  of  diiinb-bells  into  sarcina. 
3.  Incomplete  division  into  sarcina. 


Fig.  12. — Saroina-Micrococcus,  from 
AH  Artificial  Cdltivation. 

1 .  The  elements  of  each  sarcina-gi-ouiJ 

of  four  appears  single. 
2  The  elements  incompletely  divided 

into  secondary  groups. 
3.  Each    element   of  the  previous 

groups  has  divided  into  four 

small  micrococci. 


_  In  many  instances  the  individual  members  resulting  from 
divi.sion  remain  closely  adherent  without  any  definite  arrange- 
ment, and  thus  form  smaller  or  larger  continuous  masses, 
zoofjlrea  or  colonies,  in  which  the  individuals  appear  embedded 
in  a  hyaline  gelatinous  matrix  ;  the  amount  of  this  varies  in 
the  different  species  ;  in  some  there  is  little  of  the  matri.x 
actually  visible,  the  micrococci  being  in  close  ju.xtaposition, 
m  others  it  is  eaisily  recognised,  the  interstices  between  the 
individuals  being  measuralDle. 

In  some  of  the  pigmented  species  (see  below)  the  interstitial 
matrix  contains  the  pigment.  Zooglcea  masses  always  present 
themselves  as  uniformly  granular,  the  granules  or  micrococci 
being  of  the  .^ame  size. 

True  micrococci  never  elongate  to  form  rods,  although  in 
certain  rod-like  bacteria  the  individual  elements  sometimes 
as.siime  the  shape  of  spherical  elements  (see  below). 

Some  species  of  micrococci  form  after  some  days  a  pellicle 
on  the  surface  of  the  nourishing  material,  althongh'there  is  also 
an  abundance  of  these  micrococci  in  the  depth  of  'the  nourishincr 


40         MICRO-ORGANISMS  AND  DISEASE.  [chap. 


material.  This  pellicle  is  composed  of  zooglcca,  and  after 
some  time  bits  of  it,  or  the  whole,  sink  to  the  bottom  if  the 
medium  is  fluid.  Micrococci  that  thus  form  pellicles  are  pre- 
eminently aerobic  (Pasteur),  i.e.  require  a  great  deal  of  free 
oxygen,  which  they  receive  from  the  air  to  which  they  are 
exposed  on  the  surface  of  the  nourishing  material.  Other 
species  do  not  require  free  oxj-gen  (anaerobic,  Pasteur),  and 
therefore  grow  well  in  the  depth  and  do  not  form  a  superficial 
pellicle.  There  is  a  marked  distinction  in  this  respect  between 
diff'erent  species.  The  micrococci  occurring  in  connexion  with 
disease  are  anaerobic. 

When  cultivated  in  the  inculiator  in  suitable  fluid  nourish- 
ing material,  they  produce  after  a  day  or  two  general 
turbidity. 

Micrococci  may  be  divided,  according  to  their  chemical  and 
physiological  function,  into  :  («)  septic,  (b)  zymogenic,^  (c) 
chromogenic,  and  (c/)  pathogenic  micrococci. 

(a)  The  septic  micrococci  are  micrococci  tha  t  occur  with  other 
septic  bacteria,  wherever  there  is  decomposition  of  organic 
matter  in  solids  or  in  fluids.  There  exists  a  large  number  of 
species  of  such  micrococci,  diftering  from  one  another  in  size 
and  mode  of  growtli.  They  are  widely  distributed  in  the  air, 
and  contamination  by  air  is  often  followed  by  the  appearance 
of  micrococci.  They  also  occur  in  the  body  of  man  and 
animals  wherever  there  is  dead  tissue,  in  which  they  grow 
well  and  copiously.  Of  this  kind  are  the  micrococci  found  in 
ordinary  pus  (Ogston),  in  the  normal  oral  cavity  (on  the  filiform 
papillaB  of  the  tongue  and  on  the  mucous  membrane),  in  the 
bronchial  secretion  in  ordinary  catarrhal  exudations  (nasal 
cavity,  bronchi,  &c.),  on  the  free  surface  of  intestinal  and 
other  ulcerations,  and  in  the  cavity  of  the  small  and  large 
intestine. 

(b)  Zymogenic  micrococci  are  micrococci  associated  Math  de- 
finite chemical  processes,  (a)  Micrococcus  ureaj,  causing  the 
ammonical  fermentation  of  urine  (aerobic,  Pasteur),  occurs 
singly,  as  dumb-bells  or  chains,  and  as  zooglpa.  (/3)  The 
micrococcus  of  the  mucoid  wine  fermentation  produces 
(Pasteur)  a  peculiar  mucoid  change  in  wine  and  beer,  and 
occurs  chiefly  in  chains,  (-y)  The  micrococcus  causing  phos- 
phorescence "in  putrid  meat  and  fish  (Pfliiger)  forms  chiefly 
zooglosa  (aerobic). 

■  1  adopt  this  tenn  from  Plugge:  Fermciite  und  Mikroparasitcn,  Leipzig,  1SS3. 
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(c)  Chroniogenic  micrococci  (Scliroter,  Cohn).  These  micro- 
cocci are  characterised  by  their  power  of  forming  piijment  of 
various  colours.  They  grow  well  at  ordinary  temperatures, 
and  occur  chiefly  as  zoogloea  ;  they  differ  from  one  another  by 
forming  different  pigments.  The  thicker  the  layer  the  more 
marked  is  the  pigment.  This  is  either  soluble  'in  water  or  it 
IS  insoluble,  and  therefore  remains  limited  to  the  cells  and 
their  interstitial  substance.  The  cells  are  spherical  (Micro- 
coccus prodigiosus,  chlorinu.«,  fulvus)  or  slightly  elliptical 
(M.  luteus,  auriantiacus,  cyaneus,  violaceus)."  They  are  all 
aerobic  and  produce  this  pigment  only  when  there  is  free 
access  of  air.  They  grow  best  on  boiled  potato,  bread,  paste, 
and  boiled-egg  albumen.  They  can  be  transplanted,  and 
always  produce  the  same  pigment.  When  growing  and  kept 
in  the  depth  of  a  solid  nourishing  material,  i.e.  removed  from 
the  free  surJace,  they  grow  as  colourless  micrococci.  They 
abound  m  the  air— in  some  localities  and  at  certain  seasons 


Fig.  13.-0VAL  Micrococci  which  possess  a  Blue  Colouh,  Micrococcus 
Cyaneus,  singly  and  in  Dumb-bells. 

more  than  at  others,  (a)  Micrococcus  prodigiosus  is  blood- 
red,  the  colour  is  lodged  not  in  the  micrococci  but  in  the 
interstitial  substance,  and  is  insoluble  in  water,  soluble  in 
alcohol ;  It  occurs  chiefly  as  zoogloea,  in  the  shape  of  smaller  or 
larger  droplets.  The  cells  are  the  smallest  of  all  pi^ment- 
micrococci  (0)  Micrococcus  luteus  is  yellowish,  and  the  pigment 
IS  mso  uble  in  water.  It  occurs  also  in  fluid  nourishing 
material,  forming  a  pellicle.  I  have  met  with  it  in  the  air  and 
have  sown  it  m  fluid  pork  broth,  where  it  grew  very  abundantly 
at  a  temjDerature  of  32°- 38°  C.    It  was  found  as  single  cells 

whiph^^:         """.-^  f  the  ^surface, 

which  after  some  time  sank  down  into  the  fluid,  the  pellicle 

Sdwr"n"n'l^t7'^^°''  't'''-        Micrococcus  auriantiacus 
grows  on  boiled -  egg   albumen,  chiefly  as   zooglcea.  The 
pigment  is  soluble  in   water.      (8)  Micrococcus  cyaneus 
vio  aceus,  chlorinus,  and  fulvus,  produce  blue,  violeHreen 
and  brown  pigment  respectively.    The  first  two  grow"  wel 
as  zooglffia  of  elliptical  cells  on  boiled  potatoes, "the  tS 
on  boiled-egg  albumen,  and  the  last  is  met  witli'  on  lior  e  ' 
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Clathrocystis  roseo-persicina  (Colin),  peacli-coloiired  bac- 
terium, Bact.  rubescens  (Lankester),  is  an  organism  of  about 
0'0025  mm.  in  diameter,  spherical  or  oval  and  of  a  bright  red 
colour.  The  cells  differ  from  micrococcus  prodigiosus,  not 
only  in  their  greater  size  and  their  intrinsic  colour,  but  also  in 
this — that  having  formed  zoogloea-masses  there  are  gradually 
developed  cavities  or  cysts  therein,  which  are  filled  with 
water,  while  the  coloured  cells  occupy  their  periphery.  The 
cysts  ultimately  break  up.  Together  with  this  organism  occur 
other  pink-coloured  organisms  described  by  Cohn  as  monades. 

Monas  vinosa,  spherical  cells  about  0-002— 0  003  mm.  in 
diameter. 

Monas  Okenii,  cylindrical  cells,  0  008 -0-005  mm.  long, 

0  005  mm.  broad,  flagellate. 
Eliabdomonas   rosea,   spindle-shaped,   0-004    mm.  broad, 

0-02  —  0  03  mm.  long,  flagellate. 
Monas   Warmingii,   spindle-shaped,    0-008    mm.  broad, 

0-015  —  0.020  mm.  long,  flagellate. 

A  scor.occiis — Billroth  first  described  certain  peculiar  .spheri- 
cal, oval,  or  knobbed  masses  of  minute  micrococci,  which  he 


Fig.  H.— Ascococcus  BillRothi,  (after  Cobn). 


found  in  putrid  meat  infusion.  Each  of  the  masses  is  enveloped 
nTJeJsLt  firm  hyaline  capsule  of  about  0-010  to  O'Ol  mm. 
thickness     The  masses  are  ot  various  sizes,  from  0  02  to  0  07 
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mm.  in  diameter,  and  are  composed  of  small  spherical 
micrococci.  Cohn  found  them  also  in  his  (Cohn's)  nourishing 
fluid  (see  Chapter  II.  A.  7)  where  they  produce  the  peculiar 
smell  of  cheese.  They  are  capable  of  changing  acid  nourish- 
ing material  into  alkaline.  Cohn  called  the  organism 
ascococcus  Billrothi.  ° 

Sarcina  ventriculi.—QoofMv  was  the  first  to  describe  in  the 
vomit  of  some  patients,  peculiar  groups  of  four  cubical  cells, 
with  rounded  edges,  and  closely  placed  against  one  another, 
ihese  sarcmce  ventriculi  are  of  a  greenish  or  reddish  colour 
The  diameter  of  the  individual  cells  is  about  0-004  mm' 
Ihey  are  found  m  the  contents  of  the  stomach  of  man  and 
brutes  m  health  and  disease,  where  the  groups  of  four  cells 
torm  smaller  and  larger  aggregations.  Occasionally  small 
sarcmte  occur  on  boiled  potatoes,  egg  albumen,  and  gelatine 
exposed  to  the  air.  These  sarcinse  are  considerably  smaUer 
than  the  sarcma  ventriculi,  and  when  in  large  quantities  have  a 
yellowish  tinge.  Like  the  sarcina  ventriculi  they  are  in  groups 
ot  four,  and  these  again  occur  in  larger  or  smaller  aggregations 
and  zooglcea.  _  I  have  cultivated  them  successfully  throu-li 
many  generations  in  pork  broth,  beef  broth,  mixture  ^of 
gelatine  and  broth,  at  ordinary  temperatures  and  in  the 
mcubator  ;  more  easily  however  at  ordinary  temperatures. 

^vi^h  rwiT'l^  ^frococcl-U^nj  of  these  are  connected 
vnth  disease.  In  the  pus  of  open  wounds,i  and  in  that  of 
closed  abscesses,  occur  micrococci,  singly,  in  dumb-bells  and 
in  colonies  or  short  chains.^  but  there  are  ™rtaiS  acute 
nflammations,  e.g.  that  produced  by  subcutaneous  inStion  of 
"S"^^^^'  ''"^'''^  — i  o1 

inSs:S^?^,;;^^SJi:s^Scr 

ations  of  the  throat  due  to  scarlatina,  iL  every  ukera^^^^^^^  ol  Z 
intestinal  mucous  membrane,  in  the  lymph  rf  thTveScles  of 
tariot"kTnds"r"f,"""'^;'"^^  of  ihJmouth  occiJr  ig  ?n 
JreTeSt  Sco^  i  TnTuT  rils ''often  ""'"^^'S 
chains.  .In  the  ulcers  ai;;iTbL'^e:th:y;ften  fornTcoS^^^^ 

Ulcer.    lo  this  category  belong  the  minute  micrococci 

I  W.  Cheyne,  Path.  Transact,  xxx. 

Ogston,    Micrococcus  in  Acute  AbsccsBos,"  Br.  Med.  Journal,  Marcl,  15. 
3  Uskoir,  Virdtow-s  Arohiv,  vol  86,  i.  p.  150. 
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(about  0-0005  mm.  in  diameter)  which  Klebs  described  as 
microsporon  septiciim,  found  in  and  around  wounds.  The 
spread  of  purulent  inflammation  in  connective  tissues  and 
m  parenchymatous  organs  is  often,  if  micrococci  are  present  in 
the  original  focus,  associated  with  a  correspoiiding  spreading  of 
the  micrococci  ;  these  easily  grow  into  all  the  spaces  and 
crevices  of  the  tissues,  but  whether  this  spreading  of  tlie 
micrococci  is  merely  of  secondary  importance,  i.e.  concomitant 


Fio.  15. — From  the  Base  of  an  Ui.cer  of  the  Mocous  Membrane  of  the 
Larynx  in  a  Child  that  Died  of  Acute  Scarlatina. 

! .  Nuclei  and  fibres  of  the  tissue. 
2.  Zoogloea  of  micrococci. 


with  or  subsequent  to  the  spreading  of  the  inflammation,  or 
whether  it  is  the  primary  cause  as  some  assume,  is  not  clear, 
and  requires  definite  experimental  proof. 

In  all  cases  of  diarrhoea  the  secretions  of  the  bowels  swarm 
with  micrococci.  In  typhoid  fever,  clumps  of  micrococci  may 
be  found  very  extensively  on  the  ulcerations  of  the  bowels,  and 
in  the  mucous  membrane  surrounding  the  ulcerations,  and 
may  be  even  traced  into  the  mesenteric  glands  and  the 
spleen.' 

In  dead  tissues  within  the  living  body,  such  as  occur  after 
embolism,  and  in  the  case  of  various  infectious  maladies, 
micrococci  may  be  found  in  colonies,  i.e.  as  zooglcua,  in  the 
blood-vessels  and  in  the  parts  around.  The  same  holds  good 
for  the  disseminated  abscesses  and  necroses  occurring  in 
connexion  with  surgical  pyasmia.  In  this  malady  masses  of 
micrococci  have  been  found  in  many  of  the  affected  organs.^ 

'  Klein,  Reports  oj  the  Medical  Officer.  ISTC.  Letzericli,  SokolofV.  Fisolicl,  <tc. 
"  "Report  of  the  Committee  of  the  ratholo};ical  Society,"  Pathol.  Transac- 
tions, vol.  x.\.x. 
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■VVassilieff  i  has  shown  that  these  micrococci  only  occur  after 
the  death  of  the  tissue  or  tissues,  that  in  these  they  may 
multiply  so  as  to  form  extensive  colonies,  and  that  therefore  the 
presence  of  these  micrococci  is  only  a  secondary  phenomenon. 


""'"of 'I'IJou^f^Vh.^ pfp'^"'''"^"  °^  Necrotic  Masses  from  the  Liver 

ZooOL^'r  OF  MICROCOCCI.'''^''^'   '^^^  ^'^^ 


In  pneumonia  accompanying  certain  infectious  maladies,  e.a. 
typhoid  fever,  tuberculosis,  and  even  in  severe  catarrhal  pneii- 
monia,  large  masses  of  micrococci  may  occur  in  the  air-cells 


Fio.  17.-FR0M  A  Preparation  of  the  Blood  op  a  Child  ill  with 
Infantile  Diarehcea. 

1.  Blood-discs. 

2.  Dumb-bells  of  micrococci. 

rnied  into  solid  structures-grey  hepatisatinn-masses  of 
crococci  may  be  found  in  the  afr-cells,  ind  even  growhig  nto 
Iho  blood-vessels  in  which  stasis  had  set  in.    Such  is  Jhe  case 

■  Centralblalt  f.  d.  med.  V'iss.  No.  02,  1881. 
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in  pleuro-pneumonia  of  cattle  and  in  the  pneumonia  of  swine 
fever.  Pasteur  has  cultivated  the  micrococci  in  swine  fever 
and  thought  that  he  had  reproduced  the  malady  by  inoculation.' 
But  this  is  not  the  case.  The  micrococci,  altliough  very 
abundantly  present  in  the  bowels  and  in  the  body/  have 
nothing  to  do  with  the  malady.  Pasteur's  inoculations  with 
the  cultivated  micrococci  are  quite  fallacious;  his  positive 
results  are  no  doubt  accounted  for  by  accidental  aii--infection, 
for  this  malady  is  highly  infectious,  and  unless  the  most 
rigorous  precautions  are  taken  to  obviate  iafection  through  the 
air,  positive  results  may  be  obtained  which  in  reality  are  due 
to  accidental  air -infection.^ 

Micrococci  occur  always  normally  in  large  quantities  m  the 
fluids  (saliva  and  jhucus,  &c.)  of  the  nasal  and  oral  cavities, 
pharynx,  larynx,  and  trachea  ;  they  are  derived  no  doubt 
from  the  atmosphere.  On  the  papillie  filiformes  of  the  tongue 
they  form  in  some  cases  large  masses.^  Pasteur  *  has  inoscu- 
lated rabbits  with  the  saliva  of  a  child  that  suffered  from 
hydrophobia,  and  having  cultivated  artificially  the  micrococci 
pre!?ent  in  this  saliva,  thought  to  have  discovered  that  a 
micrococcus  {microbe  speciale)  ^  is  the  cause  of  hydrophobia. 
That  saliva  of  the  healthy  dog  and  of  man  inoculated 
subcutaneously  into  rabbits  sometimes  produces  death  in  these 
animals  (Senator)  had  entii'ely  escaped  his  notice,  and 
Sternberg  8  has  proved  this  in  an  extensive  series  of  ex- 
periments. His  own  saliva  proved  sometimes  fatal  to  rabbits. 
They  die  of  what  is  called  septicaBuiia,  and  Sternberg  thinks  it 
diie  to  the  micrococci  ;  but  this  is  not  to  be  considered  as 
proved. 

All  these  micrococci  stand  therefore  in  no  definite  causal 
relation  to  the  respective  maladies,  but  are  probably  only  of 
secondary  importance. 

The  following  micrococci  are  considered  to  stand  in  an 
intimate  relation  to  specific  diseases  : — 

1.  Micrococcus  variolce  et  vaccinkc. — Chauveau^  was  the 
first  to  prove  experimentally  that  in  vaccinia  and  in  variola 
the  active  principle  is  a  particulate  non-diffusible  substance. 

'  Rc-ports  of  the  Medical  Officer;  1878,  1879. 
'  Ibidem. 

3  Butlin,  "  Fur  of  the  Tongue,"  Proceedings  of  the  Royal  Society,  ISSO. 
*  Comptes  Ecndxis.  xlii. 

5  It  is  not  quite  clear  wlietherthis  microle  npiciale  is  n  dumb-bell  microooceus 
or  a  bacterium  termo  ;  it  is  quite  possible  thnt  it  is  the  latter,  viz.  n  rod  ooii- 
ftricted  in  the  middle.  If  so,  it  would  appear  identical  with  the  bacterium  tliat 
ju  oduces  Davaine's  septicaemia  in  rabbits  (see  Chapter  viii  ). 

6  BulIetiH,  April  80,  1881,  National  Board  of  Health,  U  S  A. 

7  Comptes  Reiidus,  1S(!S. 
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Bnrdon  Sanderson  confirmed  and  extended  tliis.^  Cohn  ^ 
proved  that  the  lymph  of  vacci:iia  and  variola  contains 
numerous  micrococci.  Weigert  ^  showed  for  hnnian  small-pox, 
Klein''  for  sheep-pox,  that  the  lymphatics  of  the  skin  in  the 
region  of  the  pock  are  filled  with  micrococci,  and  Pohl-Pincua  ^ 
traced  their  passage  through  the  epidermis  at  the  point  of 


Fig  is.— JIicrococcus  in  the  Fresh  Lymph  of  Human  Small-pox. 

1.  Singly. 

2.  In  dumb-bells. 

3.  In  short  chains. 


vaccination  in  the  calf.  The  micrococci  are  very  minute, 
according  to  Cohn's  estimate  O'OOOS  mm.  and  less  in  diameter, 
single  or  in  dumb-bells,  or  in  shorter  or  longer  chains,  or  in 
small  groups.  When  cultivated  on  the  warm  stage,  they  form 
very  long  chains  aud  colonies.    In  connexion  with  this  it 


mu.st  be  mentioned,  as  stated  on  a  former  page,  that  similar 
rnicrococci  occur  also  in  the  fluid  contents  of 'vesicles  in  the 
skm  produced  by  various  non-infective  inflammations  To 
make  it  sure  that  the  micrococci  are  the  active  principle,  i.e. 
the  causa  mnyJn,  it  would  be  necessary  to  artificially  cultivate 
tliem  through  several  generation.?,  and  then,  by  re-inoculating 

I  nejcnrtnon  the  Intimnte  rntholonv  of  Coninnion. 
J'hU.  Transact.  IHii.  5  Faccmadoti,  Berlin,  18S2 
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them,  to  reproduce  the  disease.  This  essential  link  in  the 
evidence  is,  however,  still  wanting.^ 

2.  Micrococcus  erysipelatosus. — The  micrococcus  is  very 
minute,  smaller  tlian  that  of  vaccinia.  Lukomsky^  shoM-ecl 
tliat,  at  the  margin  of  an  erysipelatous  zone,  that  is  the  part 
where  the  disease  is  progressing  and  marked  by  the  character- 
istic redness  and  swelling,  the  lymphatics  of  the  skin  are 
filled  with  zoogloea  of  micrococci,  and  the  injection  of  these 
vessels  keeps  pace  with  the  progress  of  the  erysipelatous 
process.  0th  ^  cultivated  these  micrococci  artificially,  and 
with  such  cultures  produced  by  inoculation  erysipelas  in 
rabbits.  Fehleisen  *  placed  this  beyond  any  doubt,  inasmuch 
as  he  produced  successive  cultures  of  these  micrococci  (derived 
from  the  lymphatics  of  erysipelatous  human  skin),  and  then 
by  re-inoculation  produced  the  disease  not  only  in  rabbits  biit 
also  in  man.  Fehleisen  found  the  micrococci  only  in  the 
lymphatics  of  the  aff'ected  parts,  and  these  he  cultivated 
artificially  for  fourteen  generations— which  it  took  two  months 
to  do — on  peptonised  meat-extract  gelatine,  and  solid  serum. 
The  micrococci  form  a  whiti.=h  film  on  the  top  of  the  nourish- 
ing material,  and  wlien  inoculated  into  the  skin  (ear)  of 
rabbits,  a  characteristic  erysipelatous  rash  makes  its  appear- 
ance after  from  thirty-six  to  forty-eight  hours,  and  spreads  to 
the  root  of  the  ear,  and  further  on  to  the  head  and  neck.  The 
animals  do  not,  however,  die  from  it.  In  the  liuman  subject 
he  produced  typical  erysipelas  after  inoculation  with  the  pure 
cultivated  micrococciis  in  fifteen  to  sixty  hours.  These 
inoculations  were  justifiable  because  they  were  undertaken 
with  a  view  to  cure  certain  tumours.  Thus  one  case  of  lupus, 
one  case  of  cancer,  one  case  of  sarcoma,  were  considerably 
aff'ected,  and  to  the  good  of  the  patient. 

Fehleisen  also  in  several  instances  carried  out  successfully  a 
second  inoculation  within  a  few  months.  The  same  observer 
also  found  that  a  3  per  cent,  solution  of  carbolic  acid  and  a  1 
per  cent,  solution  of  corrosive  sublimate  destroys  the  vitality 
of  this  micrococcus. 

3.  Micrococcus  dipJitJienticus. — Buhl,  Hiiter,  and  Oertel  had 
shown  that  in  diphtheria  the  membranes  include  micrococci. 
Oertel    found  this  micrococcus  in  large  numbers,  not  only  in 

'  See  the  prize  aTinnuiieement  of  the  Grocers'  Company,  London,  1SS3. 
=  Virch.  Archiv,  vol.  CO.  3  Archivf.  cxp.  Path.  Bil.  i  1S74. 

"  Die  Aetiologii:  d.  ErysipcU,  JicrVm,  I'^f.S.  .    ,.  „  .  t>  i 

5  "Experim.  Uutcrs.  iiber  Diphtlierie,"  Deutsches  Arehiv  f.  kini  Med.  Bd. 
viii.  1871. 
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tlie_  diphtheritic  membranes  of  the  organs  of  the  throat  and  in 
their  neighbonrhood  as  weU  as  in  the  surrounding  lymphatics, 
but  also  in  the  blood  of  the  general  circulation,  in  the  kidney 
and  in  the  muscles.    The  micrococci  are  about  0-00035  - Q-OOl 
ram.  m  diameter,  are  slightly  oval,  occur  singly  or  in  dumb- 


Fia.  20. -Portion  of  a  DipnTHERixio  Membrane. 
Numerous  micrococci  present. 

bells  or  in  short  chains  ;  they  form  also  continuous  masses 
of  zoogloea  m  the  shape  of  spherical  or  cylindrical  ch  mp^Tnd 
as  such  they  penetrate  and  destroy  the  surrounding  co^ectlve 
and  muscular  tissues.    In  severe  cases  they  are  found 
oTtt  Sney.""  °'  the^iriniferoL  tubXl 

Besides  micrococci  there  occur  in  the  diphtheritic  membranes 

acc°es°ory^St?''^  '^t"''  Y.'""'''  evid^^tiy  o'Sy 
accessory._  Cultivations  and  inoculations  mth  pure  cultivations 
of  this  micrococcus  are  still  wantin<:r  ^  t^uiuvations 

4.  Micrococcus  pneumonia!.~In  acute  croupous  nneumnnin 
there  occur  m  the  affected  luno-s  larae  nnmW=  Ppeumonia 
Klebs  EhprHi   KnMi    t     i  '?     1™°^^'^  °^  ™crococci  : 

be  correct,  since  tl  is  tint  rn.v  £  .  ^^'-^tement  cannot 

the  sputuni  contabs  on  y^^SiteymlLTo^^^^^^  -^''^""^^^^ 
According  to  this  oljserver  t    '.r  ll  number  of  the  micrococci. 

beginning  of  the  il  less  a  w  ^  the 
in  numbers.  '    "'"^  ^^'^  '^^'^'^'^^^  stage  they  decrease 

3  Ccnlralb./.  vied.  Wiss.  No.  25,  iggs. 
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GrifBni  and  Cambria  saw  the  micrococci  also  in  the  blood. 
SalviaU  found  that  their  number  increases  after  the  third  day  ; 
on  the  ninth  or  tenth  day  they  quite  disappear. 

G.  Giles  1  found  them  in  many  cases  of  pneumonia  (in 
India),  both  in  the  sputum  and  in  the  blood.  Cultivations  on 
boiled  potato  yielded  good  crops.  These  cultivated  micrococci 
injected  into  the  subcutaneous  tissue  of  rabbits  produced 
pneumonia. 

Salviali  and  Zaslein^  cultivated  the  micrococci  (derived 
from  the  blood)  in  meat  broth,  meat  extract  solution,  &c.,  at 
37°-39°  C,  and  obtained  good  crops  of  them,  with  which  they 
produced  by  inoculation  in  seven  rabbits  and  six  white  rats, 
typical  pneumonia  yielding  the  characteristic  micrococci. 
These  micrococci  stain  best  in  a  mixture  of  Bismarck  brown 
and  methyl  violet,  but  they  stain  also  very  well  in  gentian 
violet. 

Quite  recently  Friedlander  and  Frobenius  ^  cultivated  the 
micrococci  in  gelatine  mixtures,  and  obtained  good  crops.  The 
micrococci  were  of  the  peculiar  nail-like  shape,  and  were 
characterised  by  a  mucinous  capsule.  Inoculation  with  the 
cultivated  micrococci  into  the  lungs  of  dogs  was  followed 
occasionally  by  positive  results  ;  in  rabbits  no  result  was  ob- 
tained, and  in  mice  lobar  croupous  pneumonia  and  pleurisy 
invariably  followed  the  inoculation  twenty-four  to  forty-eight 
hours  afterwards.  In  guinea-pigs  the  results  were  not  so 
decisive.  About  half  of  the  animals  escaped,  the  others  died 
with  dyspncEa,  the  blood,  lungs,  and  pleural  exudations  con- 
taining the  same  micrococci.  From  my  own  observations  I 
cannot  accept  these  statements  without  qualification,  for  I  find  : 
That  even  in  tvpical  cases  of  croupous  pneumonia  of  man,  the 
micrococci  may  be  absent  or  may  be  only  very  scarce  even 
between  the  third  and  ninth  day;  that  typical  sputum  of 
croupous  pneumonia  does  not  in  many  instances  produce  disease 
in  animals  on  inoculation  ;  and  that  the  disease  produced  in 
rabbits  and  mice  is  of  the  nature  of  septicccmia,  due  to  a 
specific  septiceemic  micrococcus  not  necessarily  always  present 
in  the  sputum  and  lungs  of  human  croupous  pneumonia. 

If  the  fluids  containing  these  micrococci  were  heated  to 
about  70°  C.  they  became  inefficacious  ;  mice  inoculated  with 
them  remained  healthy.  Such  inefficient  micrococci  {i.e.  first 
heated  to  about  70"  C.)  did  not  grow  any  more  on  gelatine. 
Friedlander  and  Frobenius  found  also  that  when  mice,  shut 

'  Brit.  Med.  Journal,  July  7,  1S8.3. 

••'  Ccnlralh  f.  vifd.  Whs.  No,  41.  ISfS.  „ 

3  Baichte  d.  vluj^iolog.  GcsclUchaJt  in  BcrUn,  Nov  9,  l.kS. 
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up  ui  ca  chest,  were  compelled  to  breathe  an  atmosphere  satu- 
rated by  means  of  a  spray' with  the  micrococcus  pneumonife,  a 
number  of  them  died  from  pneumonia  and  pleurisy,  but  not 
till  the  fourth  or  fifth  day.  r  j. 


/  y 


Tlirce  capillary  vessels  filled  with  bloorl are  seen  qnTn.,r,i;„„ 

is  fiUed  With  fibrin  and  ^l<^^^X:Xl™':i:Z^^^^^'''^^Z 

.  microeocci.  ot 

Magmfying  rower  700.   (Stained  with  gentian  violet.) 

Bruylants  and  Verriersi  assert  that  they  have  successfullv 
cultivated  the  micrococci  of  pleuro-pneumonia  of  ca  He 

More  recently  =  T.  Poels  and  Dr^W  NoS  in  Rott;r.rl.. 
a.s.'.ert  that  they  have  ascertained  tbnt  '  J^otterdam, 


^  Bull.  Ar  VArad.  Bilp.  Isso 
VciUrulb./.  d.  mcd.  WUh  No.  9,  I8S1. 
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are  identical  with  the  micrococci  of  human  pneumonia.  And 
they  further  assert  that  artificial  cultures  of  the  micrococci 


Fio.  22.— From  aPreparation  of  Blood  or  Rabbit  dead  after  Inoculation 
WITH  Sputum  of  Acute  Croupous  Pneumonia. 

■Weigert-Koch  method,  stained  with  gentian  violet.    Niimhers  of  blnod  discs, 
between  them  oval  micrococci,  surrounded  by  hyaline  capsules. 
Magnifying  power  700. 

derived  either  from  human  pneumonia  or  from  pleuro-pneu- 
monia  of  cattle,  produce  in  cattle  the  typical  pleuro -pneumonia. 


MRgnifying  power  700. 

From  my  own  observations  I  have  reason  to  doubt  the  accuracy 
of  these  statements. 
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5.  Mia-ococcus  gonoryhosce.—Micrococci  have  been  found  in 
he  pus  of  gonorrhea.  Xeisser,'  and  later  Bokai  and  Finkel- 
n  T'rl  l     ?       ii^^ra  as  spherical  organisms  of  about  O'OOS 

onie  nf  T""'  S'^'r^'^^y  ^o^ing  diunb-bells,  or  sarcina-like 
ndhere  to  t/r"'-  '^^^^'^^'^l  ^^^^^  g™"PB  form  a  zooglcea.  They 
acmere  to  the  pus-corpuscles  and  epithelial  cells.    They  stain 

h4  s^,^^^  Tf'""  violet  and  gentian  violet.  BolS 

rZlucS  T^''""^]^  '^"itivating  these  micrococci,  and 
orc^Ems    °  ""'^       inoculation  with  the  cultivated 


Fio.  2!. -Two  Large  Soaly  Epithelial  Cells  of  Gonorrhceal  Pu.=;. 
Tlie  epithelial  cells  are  covered  wilh  micrococci,  cliiefly  in  dumb-bells  .some 
in  sarcina  form.  '  ' 


Aufrecht^  reports  the  case  of  an  infant  twelve  days  old  who 
died  with  suppuration  of  the  umbilical  vein  and  liver  The 
liver  cells  and  the  interlobular  tissue  were  crowded  with 
micrococci  (show  m  sections  by  means  of  a  2  per  cent,  waterv 
solution  of  Bismarck  brown).  These  micrococci  corresponclwl 
n  size  to  theniicrococciis  gonorrhrea,  and  he  thinks  it  probable 
hat  they  were  derived  from  the  vagina  of  the  mother  ;  durino 
birth  they  might  have  got  into  the  umbilical  vein,  there  caused 
inflammation,  and  thence  passed  into  the  liver. 

6  Micrococcus  endocardiliciis.— Micrococci  in  the  form  of 
zooglcea  have  been  seen  in  endocarditis  ul^crom.    They  some 
times  form  plugs  in  the  blood-vessels  of  the  nuiscular  iLJue  of 

'  Centralh  f.  d.  vied  Wiu.  No.  2R,  1879 
f'^ng'T  mcd  cUr  Pmse  May  ISHO 

tenlralb  /  d.  mcd  Wies.  No.  Ifi,  18S3.  '  ' 
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the  heart  (Heiberg,^  Maier,^  Ebertli,^  Koster,*  Klebs^).  Heiberg 
saw  the  micrococci  forming  chains  in  the  muscle  of  the  heart, 
in  the  detritus  of  the  ulcerations  of  the  endocardium,  in  the 
plugs  in  the  vessels  of  the  spleen  and  kidney. 

7.  Micrococcus  scarlatinm. — In  scarlatina  Coze  and  Feltz  ® 
described  micrococci  as  occurring  in  the  blood  ;  as  I  have 
mentioned  above,  I  have  seen  them  in  the  ulcerations  of  the 
throat,^  and  quite  recently  Pohl-Pincus^  described  very  minute 
micrococci  adhering  to  the  scales  of  the  desquamating  epidermis 
in  scarlatina.  They  form  small  colonies,  and  stain  violet  mth 
a  saturated  solution  of  methyl  violet.  Their  diameter  is  very 
small,  only  about  0'0005  mm.  The  same  micrococci  were 
noticed  by  Pohl-Pincus  in  the  throat-discharge.'-" 

8.  In  the  so-called  cattle  plague  {ot  rinderpest)  micrococci 
have  been  found  in  the  lymphatic  glands  by  Klebs  (1872)  and 
by  Semmer  in  the  blood  and  lymphatic  glands  (1874  and 
1881).  In  conjunction  with  Archangelski,^"  Semmer  cultivated 
the  micrococci,  obtained  from  the  lymphatic  glands  of  a  sheep 
dead  of  inoculated  rinderpest,  in  beef  broth,  in  meat-extract 
solution,  and  in  mixture  of  broth,  peptone,  and  gelatine  at 
.S7°-39''  C.  The  micrococci  grew  very  copiously  as  zooglcca 
and  in  chains.  With  these  micrococci  (of  a  first  transfer  or 
cultivation)  a  calf  was  inoculated,  and  died  after  seven  days 
from  rinderpest.  The  cultures  when  transferred  lose  gradually 
their  virulence  from  one  generation  to  the  next,  but  animals 
(sheep)  inoculated  Avith  these  are  protected  against  further 
virulent  disease.  Further,  cultures  exposed  for  an  hour  to  a 
temperature  of  46°-47°  C.  becoriie  greatly  attenuated  in  their 
action,  and  sheep  inoculated  with  virus  thus  attenuated  are 
protected  against  virulent  material.  Temperatures  of  -10°  to 
-20°  annihilate  the  activity  of  rinderpest  organisms.  The 
specific  nature  of  these  micrococci  of  rinderpest  cannot, 
however,  be  considered  at  all  established  as  in  the  case  of 
those  mentioned  above,  e.g.  micrococci  of  erysipelas  and 
gonorrhoea. 

9  In  puerperal  fever  micrococci  have  been  found  in  the  form 
of  zoogtea  by  Heiberg,"  in  all  alFected  organs- endocardium, 

I  Virchow's  Archiv,  vol  56.  =         vol.  62. 

3  Ibid  vol  57.  y".'  f2- 

5  Archiv  f.  cxp.  Path.  Bd  9       .„    „  .     ^  *  ^'",'"A:  I'^^a  ' 
7  Report  of  the  Medical  Officer  oj  the  Privy  Council  for  l^iO. 
B  Ccniralb.f  d.  med.  Wiss  No  36  1883 
9  yeoii  .ilreudy  by  McKendriok,  British  iled  .Toiminl.  IS. 2 
^'■  Ccntralb  f  d  vied.  JKus.  No.  IS,  ISS.-i.         "  teu^zig,  l!>7?. 
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lung,  spleen,  cornea,  in  a  case  of  panophthalmitis  pucrperalis, 
and  in  the  kidney,  forming  casts  in  the  iiriniferous  tubules  and 
emboli  in  the  blood-vessels.  Laffler'  found  zoogloea  and 
chains  of  micrococci  in  two  cases  of  puerperal  fever  associated 
with  brain-softening.  In  both  cases  emboli,  due  to  micrococci, 
were  found  in  the  surroundings  of  the  softened  part  of  the 
brain.  Emboli  of  micrococci  were  also  here  found  in  the 
vessels  of  the  kidney. 

10.  In  pernicious  anwmia  Frankenhauser  ^  described  the 
occurrence  of  micrococci  (?)  in  the  blood  of  pregnant  women 
suffering  from  this  aneemia,  not  uncommon  in  Zurich.  These 
micrococci  were  very  large,  about  one-tenth  of  the  broad 
diameter  of  a  red  blood-corpuscle,  and  some  were  provided 
with  a  flagellum  (I).  Some  were  divided  in  two.  In  the  blood 
of  the  liver  they  occurred  in  large  numbers.  Frankenhauser's 
description  makes  it  very  diflScult  exactly  to  understand  what 
he  saw.  He  also  states  that  these  micrococci  were  probably 
derived  from  decayed  teeth,  from  which  all  his  patients 
suffered. 

Eppinger^  described  micrococci  as  occurring  in  acute  yellow 
atrophy  of  the  liver. 

V'  ^^  }^^^  syphilitic  mucous  patches  of  several  patients 
Auirecht  found  a  micrococcus,  forming  generally  dumb-bells 
and  staining  very  deeply  in  fuchsin.  Birch-HirschfekP 
confirmed  this. 

12.  Micrococcus  of  acute  infectious  osteomyelitis.~Dr  Becker 
has  made,  m  the  laboratory  of  the  Berlin  Imperial  Sanitary 
Office,  a  series  of  important  experiments  on  the  micro-organisms 
discovered  by  Schuller  and  Rosenbach.  He  collected  pus  from 
fave  cases  of  acute  osteomyelitis  in  which  the  abscesses  had  not 
been  opened  and  cultivated  the  micrococci  contained  in  it  on 

fnVl  rSn^'  '^"^^  gelatine-peptone. 

In  the  latter  case  the  pus  was  introduced  by  means  of  needles 
into  the  mass  which  was  then  kept  at  the  temperature  of  the 
room  during  three  to  five  days.  After  that  time,  the  puncture 
made  by  the  needles  assumed  the  appearance  of  white^streafs 

^^"^  "^"^y^  ^ore,  the  mass  gave  out  a 
smell  like  sour  paste,  and  the  microscope  revealed  the  presence 

^  Bre»lauer  arztl.  Zeitachrift.  1880 
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of  large  numbers  of  micrococci,  having  the  same  appearance 
as  those  found  in  the  pus.  A  small  quantity  of  the  mass  was 
mixed  with  sterilised  water  and  injected  into  the  peritoneal 
cavity  of  some  animals  ;  they  died  in  a  very  short  time  of 
acute  peritonitis.  The  same  fluid  injected  into  the  jugular 
vein  caused  acute  septicemia  and  death  ;  but  nothing  abnormal 
M-as  found  in  the  bones  in  either  case.  Dr.  Becker  then  in- 
jected a  small  quantity  of  the  same  fluid  into  the  jugular  vein 
of  fifteen  rabbits,  after  having,  some  days  before,  fractured  or 
bruised  the  bone  of  one  of  the  hind  legs.  On  the  day  after 
the  injection,  wealmess  and  loss  of  appetite  were  noticed  ;  but 
after  a  short  time  the  symptoms  passed  away,  and  the  animals 
seemed  to  have  recovered.  At  the  end  of  the  fii'st  weelf,  how- 
ever, a  swelling  formed  at  the  seat  of  the  bruise  or  fracture, 
the  animals  lost  flesh,  and  died  after  a  few  days.  On  dissection, 
large  abscesses  were  found  around  and  in  the  bones,  and  in 
several  cases  metastatic  abscesses  had  formed  in  the  lungs  and 
kidneys.  Numerous  colonies  of  micrococci  were  discovered  in 
the  blood  and  pus  of  the  animals  upon  which  the  experiments 
were  made.    {Brit.  Med.  Journal,  March  29,  1 884.) 

]  3.  Koch  1  described  various  kinds  of  micrococci  inti- 
mately connected  with  certain  destructive  (pj^ismic)  processes 
in  mice  and  rabbits,  (a)  Micrococcus  oi  progressive  necrosis  in 
mice,  injecting  into  the  ear  of  mice — white  mice,  or  better, 
field  mice — putrid  fluids,  he  observed  a  necrosis  of  the  tissues 
of  the  ear  (skin,  cartilage)  starting  from  the  point  of  inocula- 
tion and  gradually  spreading  on  to  the  surrounding  parts  and 
Idlling  the  animal  in  about  three  days.  As  far  as  the  necrosis 
reaches,  the  tissue  is  crowded  with  micrococci,  cliiefly  in  the 
form  of  chains  and  zooglcea.  The  individual  cells  are  spherical, 
of  about  0-0005  mm.  in  diameter.  I  may  mention  that  I  have 
found  a  somewhat  diiferent  micrococcus  virulently  active  on 
mice.  I  have  inoculated  a  number  of  white  mice  subcutane- 
ously  in  the  tail  with  a  small  micrococcus  cultivated  through 
several  generations,  and  apparently  derived  from  an  artificial 
cultivation  in  pork  broth,  but  due  to  accidental  contamination. 
These  micrococci,  after  having  been  cultivated  in  pork  liroth 
through  several  generations,  were  used  in  infinitesimal  doses 
for  the  inoculation  of  the  above  mice.  In  two  instances  I 
have  seen  that  the  inoculation  was  followed  alter  two  to  three 
days  by  purulent  inflammation  at  the  seat  of  inoculation,  but 
apparently  not  spreading  beyond  it.    But  as  time  went  on 

'  Untersiichungen  iibcr  die  Actioiogic  d.  Wundiiifictions-Eranlihcilat,  Leipzig, 
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inflammation  and  abscess  in  the  Inngs  set  in  and  the  animala 
died  after  about  a  week.  On  making  longitudinal  sections 
through  the  tail,  it  was  found  that  in  most  of  the  lymph- 
spaces  and  lymph-vessels  of  all  parts  of  the  cutis  and  subcu- 
taneous tissue,  far  away  from  the  seat  of  inflammation,  there 
were  dense  crowded  masses  of  the  same  minute  micrococci  as 
were  used  for  inoculation  And  these  crowds  of  micrococci 
could  be  traced  to  the  seat  of  inflammation,  where  they  ex- 
tended amongst  the  inflammatory  products  in  great  masses. 
The  abscesses  in  the  lungs  were  filled  with  the  same  micro- 
cocci. Inoculated  into  the  sldn  of  fresh  2nice,  it  again  pro- 
duced death  by  pyaemia.  This  micrococcus  may  therefore 
be  called  the  micrococcus  pymnia:  of  mice,  {h)  iVIicroccccus 
causing  -abscesses  in  rabbits.     Putrid  blood  injected  into  the 


Fia    25. -From  a  Section  Througei  the  Tait  nv   »  ivr^,,.,, 
INTO  THE  Subcutaneous  Tissue  of  the  Tah  w,Txt  ° 
VATED  Micrococcus.  abiificially  oulii- 

The  part  l.ere  illu.strated  is  a  good  distance  from  tlie  ulceration 

2.'  LTilln"^  Wood-,-esseI  filled  with  blocd-curpuseles. 

a.  Groups  of  mieroeoeci  filling  the  lyn.ph-spaces  of  the  connective  tissue. 

subcutaneous  tissue  of  tlie  ralibit  nfipn  i 

-^5S;Sil:t--;f£~-'"^ 

the  animal  began  to  lose  flesh  l^S  afttJ        '  ^^'^^ 


105 


ays 
hours. 
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Purulent  infiltration  spread  from  the  seat  of  inoculation  into 
the  subcutaneous  tissue  ;  peritonitis  ;  spleen  much  enlarged  ; 
slight  pneumonia.  A  hypodermic  syringe-fuU  of  the  blood  of 
this  animal  was  injected  under  the  skin  of  a  second  rabbit, 
and  this  died  after  forty  hours.     Post-mortem  examination 


Fio    26.— From  a  Pyogenic  Mem- 
brane COVERING  THE  SeROUS  CoAT 

OF  THE  Intestine  of  a  Rabbit 

DEAD  of  PViliMIA. 

1.  A  large  oval  nucleus,  probably  tlie 

nucleus  of  a  detacbed  endolhelial 
cell. 

2.  A  pus  corpuscle. 

The  rest  of  the  pyogenic  membrane 
is  beset  with  small  micrococci. 


Fio.  27. — Pyemia  of  Rabbit. 

Blood  of  spleen.  Between  red  blood- 
discs  three  dumb-bells  and  two 
single  micrococci  are  shown. 
(Gentian  violet  staining. ) 

[The  micrococci  as  here  represented 
are  somewhat  too  large.  ] 


showed  the  same  lesions  as  in  the  first  case.  In  the  blood- 
vessels of  the  affected  parts  were  present  micrococci,  .single,  as 
dumb-bells,  and  in  zoogloea  ;  they  were  spherical,  aboiit 
0-00025  mm.  in  diameter,  {d)  Micrococcus  causing  septiccemia 
in  rabbits.  An  infusion  of  meat  was  prepared  ;  this  was  left 
to  putrefy,  and  of  this  fluid  a  quantity  was  injected  under  the 
skin  of  the  back  in  two  cases.    Extensive  gangrene  with  much 


Fio  28 -Oval  Micrococci  from  the  Blood-ve.'?sel  of  the  Spleen  of  a 
Rabbit,  dead  or  Kocii's  Septicemia. 


ocdematous  exudation  followed,  and  death  ensued  m  two  days 
and  a  half.  The  blood,  the  capillaries  of  the  kidney,  and  the 
enlarged  spleen,  contained  numerous  oval  micrococci.  Two 
drops^  of  the  edematous  exudation-fluid  were  injected  under 
the  skin  of  tlie  back  of  another  rabbit.  Death  followed  m 
twenty-two  hours.    There  was  no  gangrene  here  ;  but  oedema 
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■was  present,  spreading  from  the  seat  of  the  inoculation.  Sub- 
serous htemorrhages  appeared  in  the  intestines  ;  and  minute 
hEemon-hages  were  also  present  in  the  osdematous  tissue  and  in 
the  muscles  of  the  thigh  and  abdomen.  The  csdematous 
fluid,  the  cutaneous  veins,  the  capillaries  in  the  kidney,  espe- 
cially those  of  the  glomeruli,  in  the  lung,  and  in  the  spleen, 
contaiued  numerous  oval  micrococci,  singly,  as  dumb-bells,  and 
in  zooglcea.  The  micrococci  measured  about  0-0003  to  0-001 
nmi.  in  their  long  diameter.  These  micrococci  (taken  -with 
the  blood)  produced  in  another  rabbit  and  in  a  mouse  the  same 
fatal  disease. 

14.  Micrococcus  homhycis  (Microzyma  bombycis,  Bdchamp). 
—Oval  micrococci,  of  about  0-0015  mm.  in  length,  present  in 
large  numbers,  singly,  and  as  dmnb-bells  and  chains  (straight 
or  curved),  in  the  contents  of  the  alimentary  canal  and  in  the 
gastric  fluid  of  silk-worms  dead  of  the  "  maladie  de  morts- 
blancs,  flacherie."-- Micrococcus  ovatus,  Nosema  bombycis. 
Present  in  large  numbers  in  the  blood  and  organs,  ova  in- 
cluded, of  silkworms  afi'ected  ■with  the  disease  called  "  maladie 
des  corpuscles,"  "  p^brine,"  or  Cornalia's  disease.  Cornalia  first 
saw  them,  afterwards  Lebert  and  Nageli.  Pasteur  proved 
definitely  that  ingestion  as  well  as  inoculation  of  the  silk- 
worms ■with  the  micrococci  produces  the  disease.  The  micro- 
cocci are  comparatively  large,  0-003  to  0-004  mm.  long,  0-002 
mm.  broad  ;  they  are  very  bright  and  occur  singly,  or  in 
dumb-bells,  or  in  small  groups. 


CHAPTER  VIII. 


BACTERIUM  {Microhacterium,  Colin). 

By  tMs  name  Colin-'  designates  a  class  of  minnte  scliizn- 
mycetes,  which  are  slightly  elongated  and  oval,  or  short  and 
cylindrical,  vdth  rounded  ends.  They  divide  by  fission, 
like  the  micrococci,  the  individuals  elongating  and  becom- 
ing constricted  in  the  middle.  They  are  capable  of  sponta- 
neous locomotion,  being  possessed  of  a  flagellum  at  one  or  both 
ends,  with  which  they  perform  active  spinning  and  darting 
movements  (Dallinger).  Engelmann  has  sho-mi  that  these 
movements  are  only  possible  in  the  presence  of  oxygen. 
Bacteria  are  found  also  as  dumb-bells,  i.e.  in  the  act  of 
dividing,  and  then  appear  as  rods  constricted  in  th.e  middle. 
Occasionally,  after  rapid  division,  several  remain  coimected, 
thereby  forming  a  short  chain.  In  this  state  the  terminal 
elements  are  flagellate.  Bacteria,  like  micrococci,  are  capable 
of  forming  zoogloea,  the  interstitial  gelatinous  substance  being, 
as  a  rule,  more  copious  than  in  the  zoogloea  of  micrococci.  _  In 
this  state  they  form  pellicles,  in  which  the  elements  are  with- 
out flagella  ;  but  from  the  margin  of  the  pellicles  one 
constantly  sees  elements  separating,  becoming  flagellate,  and 
moving  away.  In  some  species  the  zoogloea  is  dendritically 
ramified  {Zooglcea  ramigera,  Itzigsohn),  as  seen  on  the  surface 
of  fluids  containing  decomposing  algee. 

1.  Septic  hacteria.—^'Vith  Colm  we  distinguish  two  kinds  :— 
Bacterium  termo  and  Bacterium  lineola. 

(a)  Bacterium.  fer7?!0.— The  elements  are  short  and  cylindrical, 
about  0  0015  mm.  long,  a  third  less  in  breadth,  and  appear 
generally  as  d  nnb-bells.    They  are  common  in  putrefying 

'  r.ialngir  cl.  Pj\anzen.  ii.  (IST'2).  p.  167. 
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fluids,  indeed  they  form  the  essential  cause  or  ferment  of 
decomposition,  being  the  trne  saprogenous  ferment  (Cohn). 
They  are  invested  in  a  thick  membrane,  and  are  flagellate. 
With  the  end  of  putrefaction  they  disappear.  They  grow  well 
in  Oohn's  nourishing  fluid,  and  I  have  found  them  as  constant 
inliabitants  of  unfiltered  distilled  water  in  the  laboratory  ;  so 
much  so  that  with  a  drop  of  tliis  water  I  am  always  able  to 
start  a  copious  growth  of  bacterium  termo  in  pork  broth,  Ac'ar- 
Agar,  &c.   When  cultivated  in  the  incubator  at  32°  to  36°  C.  in 


Fig.  29.— BftCTEEiDM  Termo  from         Fio.  30.— Zoogloea  of  Bacterium 
AN  Artificial  Culture.  Teiimo. 


suitable  nourishing  material  (pork  broth,  chicken  broth,)  thev 
produce  a  uniform  turbidity,  and  after  several  days  an  attempt 
at  a  pellicle,  the  whole  nourishing  fluid  becoming  thicker. 
But  after  from  several  days  to  a  few  weeks  the  cultures  die, 
a  fact  which  distinguishes  them  from  all  other  bacteria.  Grow- 
ing in  solid  Agar- Agar,  and  peptone  mi.xture,  thev  produce  an 
imperfect  liquefaction,  numerous  gas  bubbles  appearing  in  the 
material.  ° 

*  "  f 

Fig.  31.— Bacterium  Lisioi.a. 


(6)  Bacterium  lineola  (Vibrio  Kneola,  Ehrenberg,  Dujardin\ 
differs  from  bacterium  termo  in  being  longer  and  thicker. 
The  cells  are  about  0  00.3  to  0-005  mm.  long,  about  0  00 15  mm 
thick.  1  hey  occur  m  well-water  and  stagnant  water,  where 
no  distinct  putretaction  is  going  on,  and  form  zooglrea,  and 
pellicles,  on  the  suriace  of  potatoes  and  various  infusfons. 

2  Zyrmcimic  hacl6.-ia.-Tsxo  kinds  arc  known  :  Bacleriuin 
ktclis  and  bacterium  aceti. 
(a)  Bacterium  /«t7is.- According  to  Pasteur,  these  bacteria 
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about  0.0015  to  0-003  mm.  long,  constricted  in  the  centre  ; 
they  form  short  chains,  or  even  zoogloea,  and  they  are  motile. 
They  produce  tlie  lactic  acid  fermentation,  in  the  course  of 
wliich  lactic  sugar  is  transformed  into  lactic  acid  ;  they  are 


Fig  32.— B.^OTERiuii  Laotis. 


anaerobic.  Lister,^  by  means  of  pure  cultures,  established 
experimentally  their  causal  relation  to  the  lactic  fermentation 
or  souring  of  milk. 

(c)  Bacterium  aceti  {Mycodernia  aceti)  is  a  little  smaller  than 
bacterium  lactis,  being  about  0'0015  mm.  in  length,  and  often 
forms  chains,  and  also  pellicles,  on  the  surface  of  the  fluid  ;  it 
is  motile.  Pasteur  maintains  that  it  is  the  ferment  of  the 
acetic  acid  fermentation.  Cohn  ^  found  it  in  enormous  masses 
in  beer  that  had  Isecome  sour  ;  it  forms  dumb-bells,  seldom 
chains  of  four,  and  sometimes  a  pellicle  on  the  surface.  Pure 
cultivations  have  not  been  made  with  it,  and  before  deciding 
whether  it  is  the  real  cause  of  the  acetic  acid  fermentation, 
experiments  with  such  pure  cultures,  i.e.  inoculations  of 
alcoholic  fluids  with  it,  are  recjuired. 

3.  Pigment  bacteria.— Two  kinds  have  been  described  : 
Bacterium  xanthinum  and  Bacterium  aeruginosum. 

(a)  Bacterium  xanthinum^  is  a  bacterium,  about  0-007  to 
0-01  mm.  long,  motile,  single,  also  in  dumb-bells,  or  short 
chains.  It  produces  the  yellow  colour  of  yellow  milk.  Its 
pigment  is  soluble  in  water,  and  insoluble  in  alcohol  or  ether. 
When  introduced  into  boiled  milk  of  neutral  reaction,  it 
miiltiplies  with  great  rapidity  ;  the  milk  coagulates  after 
twenty-four  hours  ;  it  is  soon  teeming  with  them  and  turns 
yellow.  The  reaction  of  the  yellow  milk  is  at  first  acid,  but 
soon  becomes  alkaline,  and  the  alkalinity  gradually  increases. 

(h)  Bacterium  aerucjinosmn.—ln  green  pus  Schrceter  dis- 
covered a  bacterium,  Bacterium  aeruginosmi.*    The  pigment 


'  Patlwlogicnl  Soc.  Transactions,  1S7S. 

I  i!^^i^^7:^i&>.  il  V-  120 ;  nirio  .syu.antkus,  EluenLcrg. 
'I  Luc.  cil.  p.  r.i-2. 
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is  greenish,  cand  not  lodged  in  the  cells  themselves  ;  it  is  easily 
diffusible. 


4.  Pathogenic  barteria.— Three  kinds  are  described  ;  the 
bacteria  of  Koch's  septicsemia,  of  Davaine's  septictemia,  and  of 
fowl-cholera. 

(a)  Bacterium  septicmmim  (Koch).— By  injecting  into  rabbits 
water  from  the  rivulet  Pauke,  and  from  putrid  mutton,  Koch  i 
succeeded  in  producing  a  rapidly  fatal  septicffimia,  which  was 
characterised  by  the  following  appearances  :— The  blood  of  all 
the  organs  contained  very  numerous  bacteria,  the  spleen  and 
lymphatic  glands  were  enlarged,  and  the  lungs  congested  ;  but 
there  were  no  extravasations  and  no  peritonitis.  The  smallest 
quantity  of  this  blood  inoculated  into  the  skin  or  cornea  of 
another  rabbit  produced  after  an  incubation  of  ten  to  twelve 
hours  distinct  rise  of  temperature,  and  death  after  sixteen  to 
twenty  hours.  The  conditions  after  death  were  the  same  as 
above.    Everywhere  the  blood  contained  the  bacteria  They 


Fio.  33.— Blood  of  Pigeon,  dead  of  Septica;mia. 
Four  blood  discs  and  foui  bacteria- termo  are  shown. 


are  rods  somewhat  pointed  at  both  ends,  measuring  about 
0  0014  mm.  m  length  and  0-0006  mm.  in  breadth.  When 
stained,  they  show  at  each  end  a  deeply-tinted  granule,  the 
middle  part  remaining  unstained ;  for  this  reason  they  are 
easily  mistaken  for  a  diplococcus.  Generally  these  rods  occur 
three  '  ^'"^^  a  chain  of  two,  or  more  than 

^..nl'"-^  ^''^c.^'een  cultivated  succes.sfully  in  beef  broth,  blood 
nentonp*''  T^f'  of  gelatine  and  broth  and 

fKSnaSoo"  ''''  - 

tl^*^*^'  P^Sf  and  sparrows  are  also  very  susceptible 

successfully.       ''        ^''^''^^-VW,  dogs,  and  rats' resist  them 

The  microbe  found  by  Pasteur  in  human  saliva,  which  he 
'  MiUh.  uus  d.  k.  Qcmiidh.  ISijl. 
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cultivated,  and  with  which  lie  produced  septicajmia  in  rabbits, 
may  perhaps  be  a  bacterium  identical  with  the  above,  but 
this  is  not  definitely  settled. 

(b)  Bacterium  of  Davaine's  septiccemia. — This  is  a  bacterium 
which  was  originally  derived  by  Davaine  i  from  putrid  ox- 
blood  in  the  warm  season.  Injected  into  rabbits,  it  produced 
rapidly  fatal  septicsemia,  of  the  same  nature  as  in  the  case 
just  mentioned,  the  blood  teeming  with  a  similar  kind  of 
bacterium  as  in  Koch's  septicEemia  just  described.  The 
smallest  quantity  of  the  blood  is  again  rapidly  fatal  in  its 
action.  It  is  distinguished  from  Koch's  septicaemia  in  the 
rabbit  by  this,  that  Davaine's  septicaemia  is  easily  transmissible 
to  guinea-pigs,  but  not  to  birds. 

Dowdeswell  =  has  .shown  that  when  such  blood  is  thoroughly 
sterilised  (i.e.  when  the  bacteria  are  killed),  it  has  no  longer 
any  infective  power.  Davaine  had  first  shown  that  the  blood 
of  rabbits  dead  of  this  form  of  septicaemia  bears  an  enormous 


amount  of  dilution  without  the  minutest  quantity  of  it  losing 
its  pathogenic  properties.  Dowdeswell  has  shown  that  this  is 
easily  explained  by  the  enormous  number  of  bacteria  present 
in  every  drop  of  the  blood.  But  it  has  been  sh  wn  by  Gaffky 
and  Dowdeswell  that  there  is  no  increase  in  the  virulence  of 
the  virus  when  it  is  passed  through  successive  animals,  as  was 
maintained  by  Coze  and  Feltz.^ 

(c)  Bacterium  of  foivl-cholera  {microbe  da  cholera  des  poules). 
— Semmer,  Toussaint,  and  Pasteur  ■*  have  shown  that  this 

'  Bull,  d  VAcad.  de  Mid.  1872. 

Proceedings  of  I  he  Rotjal  Society,  No.  221.  1882. 
3  StrasburiT,  1806;  Paiis,  1872. 
I  place  this  here  as  a  hacteriiim,  but  it  is  not  qnile  docidod,  and  not  qiiite 
elenr  from  Pasteur's  description,  wliethcr  the  microbe  is  only  a  micrococcus 
dumb  bell,  or  a  bacterium  termo.  Compare  also  Si^mmcx  {Vergleichende  Patho- 
logic, isrt.),  Perroncilo  (.•Irc/iii!  /.  Wiss.  u.  pract.  Tliicrhcill,- ,  1S79).  Toussaint 
{Comptea  lieiidKH,  xci  p.  -SOI)  con.sidcrs  the  disease  identical  with  Pavainc's 
Bcptica-mia.    I  am  inclined  to  think  that  Pasteur  has  not  used  pure  cultivations, 


Fig.  31. — Blood  ok  Rabbit,  dead  of  Davaine's  Septicaemia. 
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organism  is  jpreseiit  in  large  numbers  in  tlie  blood  and  organs  of 
fowls  dead  of  this  malady,  which  is  chiefly  characterised'by  tlio 
following  symptoms : — The  animals  are  somnolent,  weak  in 
their  legs  and  wings,  and  they  die  nnder  symptoms  of  extreme 
sopor.    On  post-mortem  examination,  hijemorrhage  is  fonnd 
in  the  duodenum.     The  smallest  quantity  of  the  blood  is 
infective.     Pasteur  successfully  cultivated  the  bacteria  in 
neutral  chicken  broth,  at  25°  to  35°  C,  and  with  it  inoculated 
the  fatal  disease.  The  organism  is  probably  a  bacterium  termo, 
very  minute  and  slightly  constricted  in  the  middle,  so  that  it 
appears  of  the  shape  of  an  8.    When  cultiues  of  this  bac- 
terium 1  are  kept  for  some  time  (one,  two,  three  or  more 
months),  their  virulence  becomes  diminished  or  attenuated 
(owing,  according  to  Pasteur,  to  the  action  of  oxygen),  and 
this  diminution  of  virulence  is  in  direct  proportion  to  the 
.    tune  the  culture  is  kept.     The  diminution  or  attenuation 
shows  Itself  in  this— that  according  to  the  length  of  time  the 
culture  IS  kept,  the  number  of  animals  killed  by  its  inocula- 
tion gradually  diminishes,  and  it  ultimately  ceases  to  kill  at 
all.     Each  culture  of  diminished  virulence   transmits  its 
attenuation  to  the  next  following  culture  (?).    It  is  possible 
to  obtain  cultures  of  such  a  low  degree  of  virulence  that 
when  inoculated  into  the  skin  of  a  fowl  only  a  local  effect  is 
produced,  a  peculiar  infiltration  ;  but  the  animal  survives 
and  IS  then  protected  or  "  vaccinated  "  against  the  more  viru- 
lent material.    But  in  order  to  produce  this  protection,  it  is 
necessary  that  the  culture  {vacciue)  should  be  of  the  proper 
strength.     If  it  does  not  produce  a  local  effect  it  gives  no 
protection.  " 

In  fresh  cultures  the  bacterium  is  more  in  the  shape  of  a 
rod  constricted  m  the  middle  ;  in  cultures  several  days  old  it 
looks  very  niuch  more  like  a  dumb-beU  of  micrococcus  (see 
note  on  previous  page).  ^ 

Babes  ^  has  found  the  bacteria  in  the  tissues  and  blood- 
je  sels-  of  animals  dead  of  the  disease,  both  inoculated  and 
epizootic  m  the  .shape  of  ro,ls  of  about  0'0015  to  0-002  mm 
m  length  and  about  0-000:^5  mm.  in  thickness  ;  the  ends 
always  staining  more  deeply  than  the  middle  part 

fe.v 'clays  it  become.,  a  du  r  1  -  ^       n^^^^  ".'"r""!'^'';!'  ."f"^'' 

time  of  the  virulcnoe  of  P'lstci      P,,it         r  1?'     ■  ".ttemiatioii  by 

^<^^^^^^vr...Z:\J^Z^^::^  of  l.wI.c>,olora  ,na? 


CHAPTER  IX. 


BACILLUS  {Desmobaclerimn,  Colin). 


General  Characters. — Bacilli  are  cylindrical  or  rod-shapecl 
bacteria,  which  are  ronnded  or  square-cut  at  their  extremities  ; 
they  are  longer  in  jjroportion  to  their  thickness  than  bac- 
terium termo,  and  divide  by  fission,  forming  straight,  curved, 
or  zigzag  chains  of  two,  four,  six,  or  more  elements.  Many 
species  of  bacilli  in  suitable  nourishing  materials  grow  by 
repeated  division  into  longer  or  shorter  chains  of  bacillus- 
filaments  or  leptothrix.  These  appear  straight  or  wavy  and 
twisted,  isolated  or  in  bundles;  and  although  in  the  fresh 
condition  they  appear  of  a  homogeneous  aspect,  when  suitably 
prepared,  as  by  drying  and  staining  with  anilin  dyes,  they 
show  themselves  composed  of  shorter  or  longer  cubical,  cylin- 
drical, or  rod-shaped  protoplasmic  elements,  contained  in  linear 
series  within  the  general  hyaline  sheath  :  between  many  of 
the  elements  is  a  fine  transverse  septum.  The  isolated  bacilli 
are  likewise  composed  of  a  membrane  and  protoplasmic  con- 
tents These  latter  appear  homogeneous  or  finely  granular, 
and  when  stained  ^vith  anilin,  absorb  the  dye  very  easily  and 
retain  it  better  and  longer  than  the  membrane.  According  to 
the  stage  and  the  rapidity  of  their  growth,  the  bacilli  vary  much 
in  lenc/th  ;  this  is  the  case  not  only  with  the  single  bacilli  and 
short  chains,  but  also  in  an  eminent  degree  with  the  elements 
of  a  bacillus-filament  or  leptothrix.  In  each  case,  indeed,  it 
is  possible  to  ascertain  that  all  lengths  occur  from  the  cubical 
or  spherical  element  to  the  cylinder  or  rod  The  former 
elongate  into  the  latter  and  then  divide.  According  to  whether 
division  occurs  in  a  short  or  long  element,  the  daugliter- 
elements  are  cubical  or  spherical  m  the  former,  cylindrical  or 
rod-shaped  in  the  latter  case.  This  applies  to  smgle  bacilli, 
to  short  chains,  and  to  the  leptothrix  forms. 
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There  are  a  great  many  species  of  bacilli,  differing  from  ouo 
another  (a)  m  the  shape  of  the  elements,  (b)  in  motility,  (c)  in 
the  power  of  forming  filaments  or  leptothrix,  and  particularly 
[d)  m  the  tluckness  and  length  of  the  elements. 

(«)  There  are  some  species  of  bacilli— e.^^.  hay-bacillus, 
anthi;ax-bacillus,  bacillus  of  putrid  blood,  bacillus  found 
occasionally  m  the  blood-vessels  of  dead  animals,  bacillus  of 
malignant  redema  (Koch),  &c.-in  which  in  the  single  bacilli 
and  m  the  chams  and  filaments,  the  size  of  the  elements  varies 
from  that  of  a  cubical  or  spherical  mass  of  protoplasm  to  that 
of  a  cylinder  or  rod  several  times  as  long  as  it  is  thick.  In 

\  »  «  ^ 

—  ^ 

Fio.  S5.-BACILWS  srBTHia  grown  in  Pork  Broth. 

iower  of  >„;„,,■„"  „ '  °     Y°  '"\        P»rti<:"l"ly  their 
events  maFhSn  "^o"  !  m  I?'*;''  ""''°!'." '  °t 
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putrefaction  lias  set  in,  &c.),  are  possessed  of  a  flagellnm  at 
one  end,  and  are  tlierefore  endowed  with  the  power  of  loco- 
motion. Other  species  {e.g.  anthrax-bacilliis,  bacillns  of 
malignant  a3dema)  are  without  such  power.  But  even  in  the 
first  case  the  power  of  locomotion  is  possessed  by  the  bacilli 
only  when  single  or  in  short  chains,  not  by  the  longer  chains 
or  leptothrix. 

(c)  Not  all  bacilli  are  capable  of  forming  leptothrix-fila- 
ments.  This  power  is  possessed  in  an  eminent  degree  by 
certain  species,  such  as  the  hay -bacillus,  the  anthrax -bacillus, 
the  bacillus  of  malignant  cedema,  the  bacillus  found  on  the 
siirface  of  the  mucous  membrane  lining  the  cavity  of  the 
mouth  and  tongue  (leptothrix  buccalis).  Other  bacUli  {e.g. 
bacillus  amylokicter,  leprosy-bacillus,  tubercle-bacillus,  &c.), 
generally  do  not  form  leptothrix. 

{d)  There  exists  the  greatest  variety  in  reference  to  the 
thickness  of  the  bacilli  ;  some  {e.g.  bacillus  amylobacter,  and 
some  species  occurring  in  ordinary  putrefaction)  being  several 
times  as  thick  as  others  like  hay-1;>acillus,  anthrax -bacillus,  &c. 

Many  bacilli  and  bacillus-filameuts  {e.g.  hay-bacillus,  an- 
thrax-bacillus) degenerate  on  growing  old,  the  protoplasmic 
elements  becoming  granular  and  breaking  down  altogether 
into  debris.  This  may  occur  to  single  elements  within  a  chain 
or  leptothrix  ;  and  then  the  corresponding  part  of  the  sheath 
of  the  chain,  owing  to  the  subsequent  disappearance  of  tlie 
debris,  becomes  empty  and  devoid  of  protoplasm.  Longer  or 
shorter  portions  of  a  chain  or  leptothrix  may  thus  degenerate 
and  become  deprived  of  protoplasm,  the  sheath  ouly  persistmg. 
These  portions  become  at  the  same  time  thicker,  the  sheath 

having  swollen  up.  .     ■,      i        .  ^ 

Another  mode  of  degeneration  consists  m  the  elements  and 
sheath  curling  up,  swelling  up,  and  ultimately  breakmg  down 
into  debris.  According  to  Cohn,i  bacilli  do  not  form  zoogtea 
in  the  same  way  as  micrococcus  and  bactenum  do.  Witli  all 
due  deference  to  the  authority  of  Cohn,  I  must  hold  that  the 
bacilli  possessed  of  a  tlagellum  are  capable  of  formnig  a  true 
zoocrlcea  When  one  inoculates  a  fluid- nourishing  mediuin 
(cq  broth)  with  hay-bacillus  or  other  motile  bacillus  oi 
common  putrefaction,  after  keeping  it  for  twenty-four  hours  m 
the  incubator  one  notices  a  uniform  turbidity.  After  several 
davs  one  notices  that  the  surface  of  the  fluid  becomes  covered 
with  a  whitish  film  ;  this,  as  incubation  goes  on,  thickens  into 
a  thick  resistent  not  very  friable  pellicle.  By  shaking  the 
fluid  the  pellicle  becomes  detached  from  the  glass  wall  and 

'  Bcilr.  z.  Biologic  d.  Pftamcn,  vol.  ii. 
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sinks  to  the  bottom  of  tlie  fluid;  after  anotlier  dav  or  two  a 
new  pel  icle  is  formed,  aud  so  on  nntU  the  material  is 
exhausted. 

^  Any  part  of  this  pellicle  examined  nnder  the  microscope 
s.iows  itselt  to  be  a  zooglrea  in  the  true  sense  of  the  word,  vast 
numbers  ot  shorter  or  longer  bacilli  crossing  and  interlacing 
and  hang  embedded  m  a  gelatinous  hyaline  matrix.  As  with 
bacterium  termo,  one  occasionally  notices  at  the  margin  of  the 
"""a  °J  .«tlj?rta<^iil^^s  wriggling  itself  free  and  dartinc. 
n  w;  T  1     '""i  V  °°n-motile  bacilli,  putrefactive  and 

others,  I  have  also  seen  distmct  formations  of  .zoogtea,  havin<. 
the  shape  ot  spherical  or  oval  lumps  of  various  sizes  composed 
of  a  hyaline  jelly-hke  matrix,  in  which  are  embedded  the 
bacilli  m  active  multiplicatiom  t^mutaaea  tiie 

In  those  species  in  which  the  bacilli  are  capable  of  formincr 
eptothrix  (leptothrix  buccaHs,  hay-baciUus  CLl bS^^^^^^^ 
the  filaments  may  form  dense  convolutions     When  in  these 
convoluted  filaments  spores  are  formed  (see  be  ow)        tl  e 
heaths  of  the  filaments  sweU  up  and  become  agglutTnaS  into 
■oftoSf ''^"'^^^  ^P--  to  foTm  a  sor? 

there  armears  a  bri'dit  dni-  •  t L'.  /  i  ,     "  protoplasm 

protopliL  nntirfe  ully  Lve  S  t  "f  ?""^  '''' 
shape.    The  whole  of  t}J  L  TT  ^      ^-^^^^      ^^'^^  an  oval 

consumed  in  th  ™^ss  a  sira^S'f^I  ^'^t 
at  one  or  both  end^  Tl^  S^ 

looksmuchtlackeil/tll  ?  1  '^^''''^^^  the  bacillus 
with  the  remnant  of  Cnfl\       T^^'  '^"^^  the  spore 

remnant  disamSs   f  TSTI'  l  this 
.ppcars.  It  It  had  not  disappeared  while  the  spore 
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Avas  still  contained  within  the  sheath,  and  now  the  spore  is 
free.  Under  the  most  favourable  conditions  a  spore  may  be 
formed  in  each  elementary  mass  of  protoplasm,  or  it  may  be 
only  in  a  small  number.  In  the  first  case  :  a  consecutive  series 
of  spores  is  present  in  tlie  bacilli,  two  spores  if  the  bacillus  is 


Fig.  36.— The  same  Bacilli  s  as  in  preceding  Figure. 
At  1,  spores  have  made  tlieir  appearance. 


composed  of  two  elementary  cells,  four  in  a  chain  of  four 
elementary  cells,  or  a  vast  number  in  a  leptothrix.  In  the 
second  case  :  a  bacillus  composed  of  two  or  four  elementary 
cells  may  contain  only  one  spore  at  one  end  or  in  the  middle, 
or  one  at  each  end,  or  two  together  in  the  middle  ;  in  the 


Fig.  37.— The  same  Bacillus  as  i.n 
PRECEDING  Figure. 

Some  of  the  spores  are  germinating 
into  bacilli. 


1         ^  m 


/  I 


I 


Fio.  38.— Bacillus  subtilis  of  Hat 
Infusion. 

At  1,  spores  are  germinating  into 
bacilli. 


leptothrix  spores  are  seen  only  at  comparatively  long  intervals 
The  positioA  of  the  spore  in  the  bacillus  is  genemlly  so  that 
ti  e  Ion'  axis  of  the  spore  is  parallel  to  that  of  the  bacillus  ; 
but  exceptionally  it  maybe  placed  obliquely  or  even  trans- 
^erseir  Se  bacilli  in  (vhich  spore-formation  has  set  in  are 
alwayrmuch  thicker,  twice  or  more,  than  those  m  which  no 
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spore-formation  has  occurred  ;  and  as  has  been  stated  above 
the  sheath  swells  up  and  remains  for  some  time  as  a  hyaline 
gelatinous  capsule  around  the  spore,  but  sooner  or  later  this  is 
also  lost  and  the  spore  becomes  quite  free.  When  spore-form- 
ation has  taken  place  in  a  convolution  or  in  a  mass  of  lepto- 
thrix,  and  after  the  sheaths  of  the  bacilli  have  become  swollen 
up  into  a  gelatinous  matrix,  it  looks  as  if  we  had  a  zoogloea, 
in  which  the  bright  oval  spores  form  the  particular  elements 
embedded  in  a  more  or  less  hyaline  gelatinous  matrix.  But 
even  in  these  cases  on  careful  analysis  it  is  noticed  that  the 
spores  have  a  linear  or  serial  arrangement,  being  oric^inally 
developed  in  filaments,  ° 

This  spore-formation  occurs  in  many  species  of  bacilli,  and  it 
closes  the  cycle  of  the  life-history  of  the  bacilli.  But  it  does 
not  take  place  under  all  circumstances.  In  the  case  of  many 
bacilli,  e.g.  hay-bacillus,  anthrax-bacillus,  bacHlus  of  putrefac- 
tion, spore-formation  occurs  only  when  there  is  an  ample 
supply  of  oxygen,  e.g.  when  the  bacilli  grow  on  the  surface  of 
the  nourishing  material  (Cohn,  Koch).  It  has  nothing  what- 
ever to  do  with  the  exhaustion  of  the  nourishing  material,  as 
Buchner  seems  to  think  ;  for  if  the  conditions  of  spore-form- 
ation are  given,  amongst  these  particularly  the  exposure  to 
the  air,  bacilli  will  commence  to  form  spores  long  before  the 
nourishing  material  is  exhausted.  I  will  here  mention  a 
particular  instance  to  show  this. 
Take  a  test-tube  with  Agar-Agar  peptone,  such  as  has  been 

sX.'"'/.!?"''!'  inoculation  ;  inoculate 

the  surface  of  the  Agar- Agar  with  hay-bacillus  anthrax- 
bacillus  place  It  m  the  incubator,  and  keep  it  there  at  a 
temperature  of  30°  to  35°  0.  After  30  to  48  hours  you  will 
thri.  nldT  <=°^ered  with  a  good  crop  of  bacilli  and  lepto- 
on  .  """^      ^^^"^  spore-formation  is  already  goinc. 

lent^  ti^  •  '^T'^^l  '""^^^  after,  the  amount  ol' 

leptothrix  increases,  and  m  the  filaments  large  numbers  of 
spores  are  formed.   This  goes  on  for  several  weeks,  "on.  before 
he  nourishing  material  becomes  exhausted.  But  d  irincfall  Sis 
time  the  spore-formation  is  limited  only  to  the  surface  the 

foma'ttn'' TZ".r*°  '''^'^  withourspor" 

lormation.  Tlie  .same  observation  can  be  made  with  celatine 
m  xtures  of  peptone,  broth,  &c.,  in  the  test-tube  or  in  the  Ss 
ce  1  described  and  figured  in  Chapter  V.  In  the  case  of  tbp 
gelatine  mixture  it  is  particularly  instructfve  to  watch  tt  iS 

^S^S^f'^^^'^'l'^  acces^  of  ai 

essential  lor  the  formation  of  spores.  For  if  tl,e  anthnv 
bac,l]us  be  grown  on  the  (solid)  nlixture  of  gelatin7an5  b^^^^^^ 
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described  in  a  former  chapter  and  kept  at  the  ordinary  tem- 
perat\ire  of  the  room  or  in  the  incubator  at  not  more  than 
22°  to  25°  C,  the  spore-formation  on  the  surface  occnrs  only 
as  long  as  the  material  remains  solid.  Anthrax-bacillus  as  it 
grows  lic[uelies  the  gelatine  mixture  ;  in  consequence  of  this 
after  some  days  the  superficial  layers  of  the  material  become 
lluid,  and  the  bacillar  growth,  sinking  to  the  bottom  of  the 
Unid  layer,  is  thus  removed  from  the  surface.  The  spores 
which  were  freely  formed  while  the  gi'owth  went  on  on  the 
surface,  germinate  again  into  bacilli,  but  because  these  have 
now  sunk  into  the  depth,  although  rapidly  multiplying  and 
growing  into  filaments,  they  cease  to  form  any  spores.^ 

Bacilli  which  are  not  possessed  of  the  power  of  locomotion 
(i.e.  are  without  a  flagellum)  when  sown  into  the  depth  of  a 
fluid  or  solid  material,  if  they  have  no  chance,  accidental  or 
otherwise,  of  reaching  the  surface,  do  not  as  a  rule  form  spores  ; 
but  there  are  some  such  bacilK  which,  although  not  growing 
on  a  free  surface,  nevertheless  form  spores,  e.g.  the  bacillus 
butyricus  or  amylobacter  (Prazraowski).  Some  putrefactive 
bacilli  occurring  after  death  in  the  abdominal  organs  (intestine, 
kidney,  spleen,"liver),  and  in  fluid  exudations  within  the  peri- 
toneal and  pleural  cavities,  show  also  spore-formation  ;  probably 
they  get  their  oxgyen  from  the  tissues.  Anthrax-bacillus, 
hoAvever,  never  forms  spores  except  it  is  growing  well  exposed 
to  the  outer  air. 

The  bacilli  Avhich  are  possessed  of  a  flagellum  (e.g.  hay- 
bacillus,  bacillus  of  putrefaction)  generally  form  a  pellicle 
on  the  surface,  and  in  this  pellicle  copious  spore-formation 

goes  on.  .       1    xj  •  1 

The  spores  first  formed,  M'hen  shaken  down  into  the  Huid, 
a^ain  germinate  into  bacilli,  and  there  multiply.  The  last 
pellicle  formed  in  a  culture,  before  exhaustion,  represents^  the 
last  crop  of  spores  ;  and  these,  owing  to  the  exhaustion  ol  the 
nourishing  fluid,  remain  as  spores,  only  capable  of  germinating 
into  bacilli  when  new  nourishing  material  is  added,  or  when 
they  are  transplanted  to  new  nourishing  material. 

It  is  a  rule  that  wherever  the  spores  are  formed  they  ger- 
minate into  bacilli  if  they  have  access  to  nourishing  materwl  ; 
but  if  not,  or  if  the  nourishing  material  is  exhausted,  tlu-y 
remain  as  spores.  Spore-formation  does  not  take  place  at  low 
temperatures.  Koch  found  in  the  case  of  anthrax-bacllus 
that  a  temperature  below  12°  C.  prevents  the  formation  of 
spores.  Pasteur  states  that  in  the  case  of  authrax-bacillus 
spore- formation  does  not  take  place  above  40°  C.  ;  never  for 

'  Ecporl  of  the  Medical  Officer  of  the  Local  Government  Board,  ISSl. 
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instance  at  42°  or  43°  C.  Koch  gives  43°  as  the  upper  limit  ; 
but  I  have  found  that  both  in  the  case  of  hay-bacillus  and 
anthrax-bacillus  the  bacilli  form  spores  copiously  even  at  a 
temperatiu-e  of  44°  C.  Moisture  is  an  essential  element  in  the 
formation  of  spores. 

The  spores  represent  the  seeds  capable  of  retaining  life  and 
of  germinating  into  bacilli  even  after  what  would  appear  the 
most  damaging  influences  (that  is,  damaging  to  all  other  lands 
of  organisms  and  to  the  bacilli  themselves),  such  as  long  lapse 
of  time,  drying,  heat,  cold,  chemical  reagents,  &c.  Spores 
retain  the  power  to  germinate  into  bacilli'  after  the  lapse  of 
long  periods,  and  there  is  no  reason  to  assume  that  these  periods 
have  any  limit ;  it  makes  no  difference  whether  they  are  kept 
diy  or  in  the  mother-liquid. 

The  temperature  of  boiliag  water,  while  it  kills  micrococci, 
bacteria,  and  bacilli  themselves,  does  not  affect  the  vitality  of 
the  spores.  Cohn  {he.  cit.)  found  spores  of  hay-bacillus  still 
capable  of  germination  even  after  boiling  ;  boiling  for  half  an 
hour  or  more  killed  them.  Prazmowsld  found  that  the  spores 
of  bacillus  butyricus  (amylobacter)  are  killed  by  five  minutes' 
boiling  In  the  case  of  anthrax-bacillus  and  hay-bacillus  I 
loimd  that  boiling  for  half  an  hour  does  invariably  kill  them 
but  ten  minutes  is  not  to  be  relied  on.  Exposing  the  spores 
of  antlirax-bacillus  to  a  temperature  of  0°  to  —15°  C.  for  one 
hour  did  not  kill  them.  Antiseptics,  such  as  carbolic  acid 
(5-10  per  cent.),  strong  solutions  of  phenyl-propionic  acid  and 
phenyl-acetic  acid,  corrosive  sublimate  (1  :  300,000,  Koch) 
although  the  spores  were  kept  in  these  fluids  for  twenty-four 
hours,  did  not  kill  them. 

Pure  terebene,  phenol  (10  per  cent.),  corrosive  .sublimate  (1 
per  cent.),  does  not  kill  the  spores  of  baciUus  anthracis 

ihi.s  great  resistance  of  spores  to  low  and  high  tempera- 
tures, to  acids  and  other  substances,  is  due  to  this,  that  the 
substance  of  each  spore  is  enveloped  in  a  double  sheath  :  an 
intemal  sheath  prolmbly  of  a  fatty  nature,  and  an  external  one 
C        °^ '^'^^^^l"se  ;  both  are  very  bad  conductors  of 

Owing  to  the  fact  tliat  spores  resist  the  action  of  boilinc^ 
water,_il  not  prolonged  for  ten  minutes,  and  that  the  oth°? 
nrr  ufltl?  bacterium,  and  bacillus  itself) 

are  killed  by  the  temperature  of  boiling  water  if  kept  at  this 
temperature  for  a  few  seconds,  it  is  p,';;.«ibie  to  s  ^rate  Se 
spores  of  bacilli  from  the  other  organisms.  All  one  has  to  do 
IS  to  subject  the  fluid  containing  these  various  organisms  t^the 
temperature  of  boiling  water  for  a  few  seconds!    AU  except 
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the  spores  of  bacilli  will  be  thereby  killed,  and  thus  the  fluid 
becomes  free  of  all  other  organisms  except  the  spores. 

Wlien  spores  are  sown  in  a  nourishing  material,  fluid  or 
solid,  and  when  this  is  exposed  to  a  temperature  of  about 
to  38°  C,  the  spores  after  the  lapse  of  a  few  hours,  in  some 
cases  six  (spores  of  anthrax -bacillus),  in  others  two  to  four 
hours  (spores  of  hay-bacillus),  in  others  more  than  six  hours, 
are  seen  to  germinate,  each  spore  growing  into  a  bacillus.  In 
the  case  of  solid  nourishing  material  the  presence  of  moisture 
is  essential. 

In  this  germination  what  one  sees  is  this  :  the  spore  increases 
in  thickness,  it  then  loses  its  dark  contour  at  one  pole  or  at 
one  of  the  long  sides,  and  at  this  point  a  pale  projection 
appears.  This  projection  increases  in  length  and  gradually 
becomes  as  long  as  a  bacillus,  the  investment  of  the  sjDore 
gradually  fading  away.  This  new  bacillus  soon  divides  into 
two,  and  so  on. 

The  spores  are  capable  of  germinating  independently  of  the 
free  access  of  air. 


CHAPTEE  X. 


BACILLUS  :  NON-PATHOGENIC  FORMS. 

Septic  bacilli. 

{a)  Bacillus  suhtiUs  (hay-bacilliTs).- The  elementary  rods 
are  of  various  lengths  from  0-002  to  0-006  mm.,  and  are  about 


Fia. 


9.-FR0M  A  Culture  of  Bacillus  subtilis  (Hay-Bacillus^ 
Various  forms  between  single  baciUi  and  leptotlirix 
Magnifying  power  about  700. 


0-002  mm.  in  thickness.    AccordinCT  fn  OriTir,  i      „  j. 

ture  of  91°  n         ■     ■  ,  -^^^"^"mg  to  <^olin  ^  at  a  tempera- 
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The  bacilli  are  capaljle  of  forming  leptr\tlirix  filaments.  The 
bacilli  when  single  are  possessed  of  one  flagellum,  or  some- 
times of  two,  one  at  each  end.  After  division  the  individual 
bacilli  remain  connected,  each  possessing  a  flagellum  at  the 
free  end.  Each  of  them  divides  again  into  four,  so  that  a 
chain  of  four  is  formed.  But  they  may  separate  again  or  may 
go  on  dividing,  remaining  united,  and  thus  forming  a  longer 
or  shorter  filament.  Not  all  bacilli  possess  the  flagellum,  many 
of  them  being  for  a  time  in  a  resting  state. 

The  bacilli  form  a  dense  resistent  pellicle  on  the  surface  of 
the  nourishing  medium,  and  in  this  copious  spore-formation 


Fio.  40.— From  a  Culture  of  Bacillus  subtilis  (Hay-Bacillus),  with 
Copious  Formation  op  Spores. 

1.  Mnss  of  spores  embeclclecl  in  hyaline  matrix. 

2.  Bacilli. 

3.  Single  bacilli  containing  each  a  spore :  the  sheath  of  the  bacilli  is  well  seen. 

Magnifying  power  about  700. 


takes  place.  If  shaken  when  growing  in  a  fluid,  the  pellicle 
falls  to  the  bottom,  and  soon  a  new  pellicle  is  formed. 

Spore-formation  is  independent  of  any  deficiency  of  nourish- 
ing material.  The  spores  are  oval,  bright,  of  about  0-001  to 
0  002  mm.  in  length,  and  about  0-0006  to  0-001  mm.  in  thick- 
ness. They  do  not  stain  in  dyes,  and  hence  form  a  great 
contrast  to  the  bacilli. 

This  bacillus  is  very  common  and  widely  distributed  ;  it 
occurs  in  almost  every  organic  substance  rich  in  nitrogenous 
compounds  which  is  left  exposed  to  tlie  air  to  decompose.  The 
best  nmterial  is  hay-infusion.  An  infusion,  cold  or  hot,  of  liay 
is  made  in  a  beaker  or  flask  ;  the  fluid  is  filtered,  covered  with 
a  glass  plate,  and  left  to  stand  in  a  warm  place.  After  a  day 
or  two  it  swarms  with  bacillus  subtilis,  which  is  also  called 
hay-bacillus,  since  ordinary  hay  contains  multitudes  of  its 


X.] 


BACILLUS. 


77 


spores.  For  tins  reason  even  boiling  of  tlie  fresli  infusion  for 
a  few  minutes  does  not  sterilise  it. 

The  bacillns  grows  well  in  every  fluid  that  contains  the 
necessary  salts  and  nitrogenous  compounds  ;  thus  all  kinds  of 


Fio.  41. — Germination  of  Spores  into  Bacilli. 
a.  Spores  of  a  small  kind. 
6.  Spores  of  a  larger  kind  of  b.icilliis  subtilis. 
Magnifying  power  about  700. 

broth,  all_  kinds  of  animal  fluids  (hydrocele,  blood-serum, 
&c.),  gelatine,  peptone  solution,  &c.,  are  suitable  nourishing 
media. 

_  The  spores  of  the  hay-bacillus  are  widely  distributed  in  the 
air,  and  most  contaminations  by  air  are  due  to  its  spores. 


Fio.  ■12.-BACILLU.S  ulna,  in  the  Capillm.ies  of  thk  Human  Liver 
Post-mortem  change. 

1.  Liver  cells,  somcwliat  swollon. 

2.  Bacilli. 

Magnifying  power  300. 

(^>)^«aZ;MS  M/«a.-By  this  name  1  Cohn  designates  certain 
species  of  bacilli,  stilfer  and  thicker  than  those  of  bacillus 

'  Loc.  oil.  p.  17". 
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subtilis.  The  individual  elements  are  about  O'Ol  mm.  long, 
and  0'002  mm.  thick.  They  are  motile  just  like  bacillus 
subtilis.  Although  they  form  chaius  they  do  not  form  proper 
leptothrix.  They  occur  in  putrid  fluid.  They  aie  very 
common  in  the  ichor  produced  by  injecting  ammonia  or  other 
siibstances  producing  sloughing  and  necrosis  of  the  subcu- 
taneous tissue  in  the  guinea-pig. 

(c)  Bacillus  sepiicus  occurs  in  earth,  in  putrid  blood,  and  in 
many  putrid  albuminous  fluids.  It  is  non-motile,  and  is 
capable  of  forming  leptothrix.  The  thickness  varies  from 
0"004  to  O'Ol  mm.,  and  its  length  depends  on  the  number  of 
elements  contained  in  a  row.  The  shortest  are  about  0  004 
mm.  There  are  various  species,  differing  from  one  another  in 
the  thickness  of  the  elements.  They  are  all  anaerobic.  The 
elements,  whether  in  the  short  rods  or  in  the  leptothrix  fila- 
ments, are  cubical  or  rounded.  The  rods  and  filaments  are 
markedly  rounded  on  the  ends.  It  forms  spores  independently 
of  free  access  of  air.  The  spores  are  oval,  and  differ  in  thick- 
ness according  to  the  thickness  of  the  bacilli  they  are  formed 
in.  The  bacillus  is  foimd  occasionally  in  the  blood-vessels  of 
man  and  animals  after  death.  In  a  nourishing  fluid,  in  which 
micrococcus,  bacterium  termo,  or  bacillus  subtilis  grows,  they 
have  no  chance  of  growing,  and  even  when  numerous  at  fii'st 
they  soon  disappear. 

(d)  Streptuthrix  and  Gladothrix. — Cohn^  foimd  in  a  con- 
cretion of  the  human  lacrimal  canals  long,  pale,  smooth,  ap- 
parently branched  threads,  either  straight  or  twisted ;  they 
were  finer  than  the  threads  of  leptothrix  buccalis  ;  he  called 
them  Strepitothrix  Foersteri.  They  are  probably  identical 
morphologically  with  Gladothrix  dichotoma.  This  latter 
occurs  in  pond- water  containing  decomposing  organic  matter. 
It  consists  of  long  whitish  threads  fixed  on  chlorophyll- con- 
taining algse.  The  threads  when  fresh  appear  smooth,  pale, 
occasionally  granular,  and  on  staining  they  are  seen  to  be 
composed  of  shorter  or  longer  bacilli  just  like  the  leptothrix 
form  of  bacillus  subtilis  ;  but  they  are  thicker  than  the 
bacillus  subtilis.  Occasionally  the  ends  of  the  threads  are 
seen  not  as  linear  series  of  bacillar  rods,  but  like  bacillus 
anthracis  and  the  bacillus  of  blue  milk  (see  below)  as  chains 
of  torula-like  spherical  elements.  From  the  threads  single 
motile  bacilli  are  seen  to  come  ofi".  The  threads  are  only 
apparently  branched,  since  the  branches  are  threads  merely 
stuck  on  "to  other  threads  sideways  at  an  acute  angle.  A 
bacillus  may  be  seen  to  stick  to  a  thread  and  then  to  grow 

'  Bcili:  z.  Biol.  d.  Pfianzen,  vol.  i.  p.  US. 
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out  by  continuous  divisions  into  a  long  chain  of  bacilli,  thus 
tormmg,  as  it  were,  a  side-branch.  Some  of  the  threads  are 
wavy  and  curved  ;  most  of  them  are,  however,  straight.  Zopf  i 


Fio.  43.— Streptothrix  Foersieui  ' 
(afier  Cohn). 


Fio.  44.— Cladothrix  wchotoma 
(atteb  Cohn). 


claims  to  have  observe<l  that  the  threads  of  the  cladothrix 
gave  nse  to  micrococcus,  bacterium,  bacillus,  and  spirillum'- 
and  states  that  each  of  these  is  again  capable  of  growing  ,  to 
the  threads  of  tlie  cladothrix.  But  these'  observations  we?e  not 
made  after  exact  methods. 

(e)  £eggiatoa.~ln  stagnant  water,  particularly  in  sulphur- 

met  with  of  he  thickness  of  0-001  to  0-016  mm.  ;  they  contain 
high  y  refractive  granules,  which  Cohn  (BeUnig'c  J  Biol  !l 
1  -     lu      '^"'^"^  *°       composed  of  sulphur.    After  di-^- 
solvmg  these  granules  it  is  seen  that  each  thread  is  eptl  'e 
being  composed  of  a  sheath  and  transverse  septo  .4  re^i^^^^^^^ 
ntervals  by  which  the  threads  appear  made  up  of  a  series  of 
short  cylindrical  elements.    The\4  are  a  number  of  .iecies 
^'arymg  from  one  another  in  the  thickness  of  the  threads! 
'  Zur  Morpkolooie  der  SvMpflanzen,  Leipzig,  im  :  see  ftlso  Cienlcowski. 
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Zymogenic  bacilli. 

Amongst  these  there  is  one  species  definitely  known,  namely, 
the  Bacillus  butyricus  (Bacillus  amylobacter,^  Clostridium  buty- 
ric um,  ferment  bulyrique,  Pasteur).  This  bacillus  has  the  same 


I 


Fia  45  —Threads  of  Cladothrik  diciiotoma  highly  m.ignified 

STAINED  WITH  SPILLER'S  PURPLE. 

1.  Threads  of  bacilli. 

2.  Toriila  forms. 

The  shoath  is  everywliore  well  seen. 


morphological  characters  as  regards  length  and  thickness  of 
the  rods,  as  regards  power  to  form  leptothrix,  and  as  reg.irds 
motility^  as  the  bacillus  subtilis.     It  is  capable  of  torn.ing 

'  Frnzinowski,  Loipzis,  ISSO  ;  van  Ticghein.  Bull,  de  la  Soc.botanique,  vol. 
xxiv.  IST". 
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zooglcea,  and  is  anaerobic,  since  it  grows  well  and  forms  spores 
copiously  even  when  not  exposed  to  the  air.  After  the  rods 
have  gone  on  dividing  and  forming  chains  and  filaments  for 


Fio.  46.— Clostridium  butykicum  oe  Bacillus  BUTYRicns. 
Some  of  the  spindJe-sliaped  forms  include  an  oval  spore. 

some  time,  they  swell  np,  become  granular  and  oval  with 
more  or  less  pomted  ends,  and  the  formation  of  oval  spores 
sets  in.  In  this  state  the  oval  rods  are  about  0-002  to  0-003 
mm.  thick,  and  the  spores  are  about  0-002  to  0-003  mm  lon^ 
and  0-001  mm.  thick.  In  solutions  of  starch,  dextrin,  and 
sugar  the  bacillus  forms  butyric  acid.  The  fermentation  of 
butync  acid  m  old  milk  and  ripening  cheese  is  due  to  this 
bacillus.  Cellulose  is  decomposed  by  it,  and  hence  its  great 
importance  in  the  digestive  process  of  herbivorous  animals 
in  whose  stomach  and  intestine  it  is  very  common.  It  is  verv 
common  also  in  substances  containing  starch 
Iodine  produces  a  characteristic  blue  staining  in  the  proto- 

ForW  f  W  '  ^''^^  T-  producS  by 

lodme  IS  blue,  m  older  rods  it  is  violet 

E.  Kern  described  (Biolog.  Centraihl.  ii.  p.  135)  a  bacillus 
imder  the  name  of  dispora  caucasica,  which  he  found  in  the 
Ca  casus,  and  which  is  used  as  ferment  to  produce  from  cow's 
milk  a  peculiar  drink  called  "kephir"  or  'qTpypP  The 
bacmus  IS  similar  to  the  bacillus  subtilis,  but  is  d^Snguished 
from  It  and  all  other  bacilli  by  this,  tha  every  bacillus  forms 
wo  spores,  one  at  each  end,  hence' the  name  dLpor^  Bu 

LcLnL7theTrS^°"\''-^PP^      '''''  '^'^  ^-^1-  i 
myc^riteeXS         ^         '  saccharomyces 

Pigment  bacilli. 

(a)  Bacillus  ruber.^-This  appears  as  minute  rods,  isolated  or 

•  Cohn,  Frank.  Beilr.  z.  Biol  d.  P/lanzen,  vol.  iii.  p.  igl. 
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in  twos  and  fours,  and  motile.  It  M'as  found  on  boiled  rice  by- 
Frank.  Its  colour  is  red,  and  contained  in  the  bacilli  them- 
selves. 

(b)  Bacillus  eryfJirospnrus. — Motile  isolated  rods  and  lepto- 
thrix.  It  was  found  in  meat  extract  solutions  and  on  de- 
composing albumen,  and  forms  pellicles.  In  the  rods  are 
found  oval  spores.^ 

(c)  Bacillus  syncyanus  (Neelsen)  causes  the  blue  colour  of 
milk  after  the  milk  has  become  acid  ;  it  grows  well  in 
ammonium  lactate.  It  consists  of  motile  rods,  single  or  in 
short  chains.  Neelsen  -  saw  the  bacilli  assuming  a  torula- 
form,  the  individual  cells  being  hourglass-shaped  or  oval,  or 
even  spherical  (compare  Bacillus  anthracis,  Chapter  XI.).  The 
rods  appear  also  as  a  nou-motile  variety,  and  are  then  found  to 


4  , 
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Fig.  47.  Bacillus  syncyanus  (after  Nkelsen). 
1.  'Jypical  bacilli,  motile. 

2  Non-motile  rods  invested  m  a  gelatinous  capsule. 
H  and  4.  BaciUl  in  wliicli  spore-fornmtion  is  going  ou. 
5.  Tonila-fonn  of  the  bacillus. 

be  invested  with  a  thick  hyaline  gelatinous  envelope.  The 
rods  form  bright  oval  spores,  being  at  the  same  time  swollen 
up  and  ovoid  In  Cohn's  nourishing  fluid  they  are  capable  of 
formin"  leptothrix,  in  which  occur  here  and  there  huge 
spherical  or  oval  swellings,  which,  according  to  Neelsen, 
probably  represent  gonidia. 

'  Colm  andMiflet,  Bcilr.  z.  Biol.  rf.  P/laiufn,  vol.  iii.  r-  12S. 
'  Bcilr.  z.  Biol.  d.  PftaniCH,  vol.  in.  V-  I*'' 


CHAPTEE  XI. 


BACILLUS  :  PATHOGENIC  FORMS. 

Pathogenic  bacilli.i 

(a)  Bacillus  of  septicmmia  of  mice  (Koch).— By  inoculating 
ordinary  house  mice  ^yit.h  minute  quantities  of  putrid  fiuidi 


I''ic.  .IS.-PiioM  A  Section  through  the  Long  op  a  Mouse  dead  of  Koch's 

3.  A  white  blood-corpuscle  more  highly  magnified,  1000. 

(Stained  witli  magenta.) 

Koch  found  that  occasionally  one  or  another  of  these  animals 
shmved  signs  of  conjunctivitis  and  sopor,  and  SCSh 
followed  m  about  forty  to  sixty  hours,  ^n  thL  S  sngS 

tissues.  ^orZ^^.^^^^^^,^^Z:^.SZ^ 

G  2 
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ceclema  is  found  at  the  seat  of  inoculation ;  the  spleen  is  large  ; 
in  the  cedematous  tissue  and  in  the  blood-vessels,  large  and 
small,  numbers  of  minute  bacilli  are  found,  chiefly  contained 
in  the  white  blood-corpuscles,  but  also  free.  They  are  very 
minute,  about  0-0008  to  0  001  mm.  long,  to  O'OOOl  to  0-0002 
mm.  thick,  isolated  or  in  couples,  or  in  chains  of  four  or  more. 
Tlie  smallest  quantity  of  this  blood  invariably  kills,  -with  the 
same  symptoms,  house  mice  and  sparrows,  but  not  field  mice. 
Rabbits  inoculated  vnth  these  bacilli  in  the  skin  of  the  ear  or  the 
cornea  show  only  a  local  inflammation,  and  the  tissues  presently 
contain  numerous  bacilli  of  the  same  kind.    Such  animals, 


nr..  49.— From  a  Section  through  the  Small  Intestine  of  a  Mouse  dead 

OF  Septicemia. 

The  figure  represents  a  section  through  a  smaU  vein  in  the  submucous  tissue 
iilled  with  blood.  At  1,  there  is  a  liomogeneous  substance  and  m  it  mimeroiis 
bacilli,  but  these  baciUi  are  much  larger  than  the  baciUi  of  Koch's  septicsemia 

Magil^ySg  power  about  700.   (Stained  with  methylene  blue  and  vesuvin.) 

after  the  local  effect  has  passed  off,  are  protected  against  any 
further  attack  by  the  same  bacilli.  Koch  cultivated  these 
bacilli  artificially  on  mixtures  of  aqueous  humour  and  gelatine, 
of  gelatine  and  peptone  (1  per  cent.),  salt  (0-6  per  cent.  haOl), 
ancl  sodium  phosphate  in  sufficient  quantity  to_ produce  a  just 
alkaline  reaction.  The  bacilli  grow  weU  on  this  mixture,  and 
by  repeated  and  rapid  division  form  peculiar  branched  series. 

(b)  Bacillus  of  septicmmia  of  vian.—h\  several  cases  of 
human  septicemia  I  have  found  in  the  blood-vessels  of  the 
swoUen  lymphatic  glands  large  numbers  oi  minute  bacilli, 

ofthennicousmembraneofth^^ 

^;nnZn^^^^^^^ 
bo  proved. 
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slightly  thicker  than  those  just  mentioned.  They  form  con- 
tinuous masses,  both  in  the  capillaries  and  in  the  minute  veins 
amounting  in  some  cases  to  veritable  emboli.  They  occur 
isolated  or  in  short  chains,  their  length  about  0-001  to  0-0025 
mm.,  their  thickness  about  0  0003  to  0-0005  mm.  irloin» 


'■  ;  "f^^r^^^t^^^^^      <l^^tendeaby  ana 
z.  Lymph-corpuscles 
^' ,["^°'eiierated  lymph-corpnscles. 
Magn,fy,.g  power  700.   (Stau,ed  with  gentian  violet.) 

San'  S'STfofmcHn'r'  ''''  -Journal 
short  b^cUli'lte   onS^^^^^  — wounS 

consider  as  the  true  c°^;seT^^  spopes,  wliich  they 

when  fresh  by  a  temSto  v  "  "  ^  '^'^-^  '^"'^  flestroyefl 

after  drying,  I  temSC"of"]^?^a^s'™^S;^"' 
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(c)  'Bacillus  of  typhoid  fever  of  man. — Klebs  ^  described  in 
the  inflamed  Fever's  glands,  in  the  mesenteric  glands,  larynx, 
and  lungs  of  patients  dead  of  typhoid  fever  certain  bacilli, 
which  are  about  0-0002  mm.  thick  and  of  various  lengths, 
forming  filaments  up  to  0-05  mm.  long.  These  bacilli  form 
spores.  Eberth  ^  found  in  about  50  per  cent,  of  cases  of 
patients  dead  of  typhoid  fever,  in  the  mesenteric  glands  and 
spleen,  peculiar  short  bacilli,  rounded  at  their  ends,  and 
occasionally  slightly  constricted  in  the  middle  ;  some  of  them 


4 


Fio  51  —From  a  Section  through  the  Mesenteric  Gland  of  a  Person 
WHO  DIED  OF  Typhoid  Fever. 

1.  Capillary  blood-vessel  Blled  with  blood-corpuscles. 

2.  Large  lymph-cell. 
8.  Nuclei. 

4.  BaciUi. 

Magnifying  power  700. 


contained  spores.  The  bacilli  stain  very  freely  with  methyl- 
violet  It  is,  however,  doubtful  whether  these  bacilli  can 
be  considered  as  necessarily  and  intimately  connected  wi  h 
tviDhoid  fever,  seeing  that  they  are  not  constant,  and  only 
occur  in  the  mesenteric  glands  and  spleen,  l  e.  m  localities  mto 
which  an  immigration  of  putrefactive  bacilli  from  the  bowel.s 
may  easUv  take^lace  ;  especially  when  we  remember  that  m 
S  of  typhoid  fever  that  end  fatally  there  constantly  occur 
severe  sloughing  and  necrosis  of  the  mucous  membrane  ot  the 
Fever's  glands.  The  bowels  in  typhoid  fever  always  contain 
innumerable  masses  of  micrococci  in_  colonies  ;  and  these 
nd^rcocci  are  found  not  only  in  the  tissue  of  the  intestinal 

I  "^^^.rirJIat^.  Slixni..  ixx^^u   See  also  Koch,  MUtUcn.  „ 
Gcsundheitsmnte,  i.  18S1 ;  mid  Gallky,  tb'd.  lbS2. 
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mucous  membrane  but  also  in  the  mesenteric  glandf?  and 
spleen.  1 


Fro.  G2.-FR0M  A  Section  TnRouGH  the  Kidnev  of  a  Cash  that  died 
*"ER  Meat-Poisoninq  at  Welbeck. 

1.  Capsule  of  Malpighian  corpuscle. 

2.  Capillaries  filled  with  bacilli. 

3.  Capillaries  empty. 

4.  Bacilli  contained  between  capiUaries. 

July  '^^oleraicrJiarrJmafrom  meaf-poisonhg  ~Ir. 

bmS  of  d L^Tb"^'  '-^'^  ^-tensive  ou[: 

orcak  oi  dmirbo^a  among  over  seventy-two  persons  who  hml 

Oo«mt,«.„4io«r^  fbbO  ^'i'o'-'-' «/       il/«(/c«i  Oi^icer  of  the  Local 
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partaken  of  Leef  and  ham  sandwiches  sold  at  Welbeck  on  the 
occasion  of  a  sale  of  timber  and  machinery  on  the  estate  of 
the  Duke  of  Portland.  The  infection  showed  itself  after  an 
incubation-period  varying  from  twelve  hours  or  less  to  forty- 
eight  hours  or  more.  The  first  symptoms  were  a  SLidden 
feeling  of  languor,  nausea,  griping  in  the  abdomen,  in  some 
cases  giddiness  and  fainting,  and  pain  in  the  trunk.  Then 
followed  pain  in  the  abdomen,  diarrho3a,  and  vomiting,  the 
diarrhcea  being  most  constant.  Four  cases  ended  fatally. 
On  post-mortem  examination  enteritis  and  pneumonia  were 
most  prominent.  Part  of  the  kidney  was  examined  in 
microscopic  sections,  and  it  was  found  that  many  of  the 
tubuli  uriniferi  contained  hyaline  casts  ;  that  the  capillaries  of 
the  glomeruli  of  the  Malpighian  corpuscles,  and  the  afferent 
arterioles,  contained  numbers  of  bacilli,  some  of  the  capillaries 
being  distended  by  and  plugged  with  masses  of  bacilli  densely 
aggregated.    In  February,  1881,  a-  similar  but  less  extensive 


Fio.  5S.— Isolated  Bacilli  in  a  small  Artery  of  the  same  Kidney 

AS  IN  PEECEDINQ  FiGUKE. 

Some  liacilli  contain  spores. 


outbreak  occurred  at  Nottingliam,  among  fifteen  persons 
that  had  partaken  of  certain  baked  pork.  The  symptoms 
were  similar  to  those  in  the  Welbeck  outbreak.  One  case 
ended  fatally.  Post-mortem :  bloody  exudation  in  pericardium, 
intense  pneumonia,  mesenteric  glands  enlarged,  enteritis, 
Peyer's  glands  enlarged.  Bacilli  similar  to  those  of  the  above 
case  were  found  in  the  blood,  in  the  pericardial  exudation,  in 
the  juice  and  in  the  bloody  fluid  filling  the  alveolar  cavities  of 
the  inflamed  lung,  in  the  vessels  of  the  kidney,  in  the 
submucosa  of  the  inflamed  Peyer's  glands  of  the  small  intestine, 
in  the  blood-vessels  of  the  spleen  and  around  them. 

The  bacilli  vary  in  length  between  0-003  and  0  000  mm. ; 
their  thickness  is  about  0  0013  mm.  They  are  rounded  at 
their  extremities,  single  or  in  chains  of  two,  and  some  contain 
a  bright  oval  spore,  situated  in  the  centre  or  at  one  end,  aud 
about  0-00 1  mm.  thick.  This  was  the  case  with  the  bacilli 
ill  the  glomeruli  of  the  kidney  of  the  Welbeck  case.  The 
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bacilli  containing  sforea  were  thicker  than  those  without 
them. 

Experiraents  by  feeding  and  inoculation  made  on  dogs  and 
cats,  rabbits,  guinea-pigs,  and  mice,  with  the  ham  that  had 
done  the  mischief  in  the  Welbeck  case  produced  positive 
results.  In  all  cases  we  found  pneumonia  aad  haemorrhage  in 
J"®.,,.'^^^'  Pei'itonitis  in  some,  spleen  enlarged  in  most.  °The 
bacilli  found  m  this  ham  were  cultivated  in  the  incubator  in 
white  of  egg,  and  after  two  davs'  cultivation  four  white  rats 
and  several  guinea-pigs  and  white  mice  were  inoculated,  and 
they  became  ill  after  twenty-four  hours  ;  they  were  quiet,  did 
not  leed  well,  and  were  more  or  less  soporous.  When  kHled 
the  spleen  was  found  enlarged,  and  in  the  lungs  were  found 
hajmorrhage  and  hypersemia,  and  in  some  cases  extensive 
pneumonia. 

Blood  pericardial  exudation,  and  lung  juice  from  the  fatal 
^ottmghani  case  inoculated  into  ten  animals  (guinea-pigs  and 
white  mice)  produced  fatal  results  in  six,  the  other  fou?  were 

I  '  ™  ^'^'^^'^  ^^^'^^'^  pneumonia,  in  eight  out  of 
the  ten  there  was  peritonitis,  in  four  also  pleuritis,  and  in  two 
in  addition  enlargement  of  the  liver  and  spleen.  Bacilli  were 
In  nif  Wood  and  exudations  of  these  animals.  On 

cult  vatmg  blood  and  lung  juice  from  the  above  case,  a  crop  of 
bacilh  was  produced,  which  on  inoculation  proved  very 
poisonous  in  the  same  way  as  in  the  previous  Lses.i  ^ 

f«""^^^ff,  "'^^^rfe-Klebs  and   Tommasi-Crudeli  ^  de- 
M       '"^u-'  '■'^  °f  the  Roman  Cammcna 

to  0  00?n^,ri  '^'''^  Tlie  rods  are  aboutWo2 

to  0  007  mm.  long  ;  they  grow  in  cultures  into  lon<.  leptothrix 
filaments  composed  of  short  joints.    The  rods  form  spSes 

oiner  media,  e.g.  albumen,  unne,  and  glue.  Thev  reouire 

suffering  from '  malaii.°"lii       o    'r  bMts°  wS fft^ 
SKnd  Tomr P  ^  feLif:rord:r?whicl 

intemittenlrvef-  lu^  the  human 

HiSafTler^S^  from  ^^^'soTtf  ^'T""'.^"-  ^"^'^ 

America  did  not  bear  thh  ou      T^^^  ITT  }°'^\^'^\ 
nothing  of  the  charnctJ  /f  i        ^1^  febrde  disorder  had 
o  01  me  cnaracter  of  human  intermittent  fever,  and 

\  &7  Z°  ^^^T-"- 

^Irchivf.  cxp.  Path,  vol  xiii. 
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besides,  could  be  produced  by  other  bacilli  than  those  of 
malarious  soil. 

(/)  Bacillus  of  ulcerative  stomatitis  in  the  calf. — In  the 
Lancet  of  May,  1883,  A.  Lingard  and  E.  Batt  described  peculiar 
bacilli  in  iilcerations  occurring  on  the  tongue  and  buccal 
mucous  membrane  of  the  calf.   "  The  typical  ulcer  in  advanced 


Fio.  54.-EROM  A  Sectiok  through  necrosed  .vnd  'L*'",^ 
OF  THE  Ear  of  a  Rabbit,  inoculated  with  Matter  takln  from 
Ulcerative  Stomatitis  of  the  Calf. 

1.  Necrosed  part. 

2.  Inflamed  tissue. 

3.  Bundles  of  bacilli. 
Magnifying  power  700.    (Stained  with  ma  genta. ) 

cases  consists  of  a  sore  with  free  overhanging  edges.  On  section 
Srough  the  sore  the  tongue  is  found  necrosed  to  a  considerab  e 
deDth"  "Whenever  the  sore  touches  any  other  part  of  the 
mouth  or  cheek,  the  disease  is  communicated  and  rapid  y 
Treads.  In  some  cases  similar  necrotic  changes  had  take 
S,ce  li  the  lun-.  The  line  of  junction  of  the  necrotic  with 
S  e  Sthy  issSes  was  found  to  be  occupied  by  a  den.,e  mass 
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of  bacilli  having  the  appearance  of  a  dense  phalanx  advancing 
npon  the  healthy  tissues.  The  disease  has  been  proved  capable 
of  transmission  (to  the  rabbit  and  mouse)  by  injection  of  the 
bacilli  in  question,  which  are  equally  numerous  and  virulent 
after  passing  through  several  generations  by  inoculation." 
The  disease  often  ends  fatally  in  calves. 


Fio.  55.-FROU  A  Section  txtrough  Tongue  op  Calf,  Ulcerative  Stomatitis. 

1.  Muscular  fibres. 

2.  Inflamed  tissue. 

3.  Buiidlris  of  the  baeilli. 
Magnifying  power  700.   (Stnined  with  mager  ta.) 

°^  Staining  the  bacilli  was  found  to  be 
./II      if>^''.      '  '^"th  those  prepared  from  the  ulcerations 
ot  the  calfs  tongue  and  from  the  inoculated  tissues  of  the 
rabbit,  are  immersecl  in  a  mixture  of  magenta  and  methyl-blue 
then  washed  m  spirit  and  after  clarifying  in  clove-oil  are 

deeniv"'t?™''fl  ^"^T™  The'-hacilli  are  stainej 

deep  pink,  the  inflamed  tissue  blue.  The  bacilli  appear  aa 
thmrods  in  rows,  thus  forming  a  leptothrix-likc  grovith  In 
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some  of  the  long  filaments  the  individual  bacilli  are  not  well 
shown.  The  filaments  are  either  straight  or  more  or  less 
curved.  The  length  of  the  single  bacilli  varies  from  0*004  mm. 
or  less  to  0'008  mm.  or  more  ;  the  thickness  is  about  O'OOl  mm. 
Many  of  them  contain  spores.  In  the  ear  of  the  rabbit  they 
invade  the  connective  tissue  as  well  as  the  cartilage  over  the 
whole  extent  of  the  ulceration  and  its  neighbourhood.  Mr, 


Fig.  56— From  a  Section  through  the  Cartilage  of  Eabbii's  Ear  in  which 
Ulceration  had  been  pkoduced  by  inoculation  with  necrosed  matter  of 
Calf's  Tongue. 

1.  Cartilage  capsules. 

2.  Bundles  of  good  bacilli. 

3.  Bundles  of  degenerating  bacilli. 
Magnifying  power  700.   (Stained  with  magenta.) 

Lincard  found  the  same  bacilli,  having  the  same  arrangement, 
in  a°case  of  noma  in  the  human  subject. 

(g)  Bacillus  of  glanders— In  1882  Schiitz  and  Loffleri  ascer- 
tained the  occurrence  of  peculiar  bacilli  in  the  nodules  of  the 
nasal  mucous  membrane  and  internal  organs,  such  as  the  lung, 
spleen,  and  liver,  of  horses  dead  or  dying  from  glanders. 
'  Deutsche  mcd.  Wochenschrifl,  62,  lSti2. 
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These  bacilli  are  very  minute,  bein^  of  abont  the  size  of 
tubercle-bacilh  (see  below),  and  are  brought  out  by  staining 
the  tissues  with  a  concentrated  watery  solution  of  methylene- 
blue,  and  after  this  washing  with  very  dilute  acetic  acid 
Ihey  succeeded  in  artificially  cultivating  the  bacilli  in  the 
mcubator  at  38=  C,  on  solid  sterilised  serum  of  horses'  and 
sheep  s  b  ood,  using  for  the  purpose  particles  (see  below,  under 
Tubercle-bacilh  ")  of  nodules  of  the  lung  and  spleen  of  a 
horse  dead  of  glanders.  After  two  days  {i.e.  on  the  third  dav) 
there  appeared  on  the  surface  of  the  inoculated  material  the 
first  traces  of  the  growth  in  the  form  of  minute  transparent 
droplets  which  consisted  entirely  of  the  characteristic  bacilli. 
Cultivating  these  through  several  generations  or  transferences 


F.O.  57.-rus  OF  A  Pulmonary  Abscess  in  a  Hohsz  dead  of  Glanders. 
1.  The  nuclei  of  pus  cells. 

and  then  inoculating  with  them  a  horse,  rabbits  guinea  cic, 
and  mice,  positive  results  were  obtained  Secifl  v  T^Ptfi 
T"^^  very  susceptibLVrSSjasr  o'n 

^^^^^^ 

In  all  thS^cases  the  d£  '  iT^'  '''^^  ''.'^^^^  ^^'^"^  observed. 
characterkL  bacim'    ''''''^  ^^'^  ^^^^'^i^'^'l 

Woch.  11.  18S3,  obsorvll  the  bacilUin  huLn  gUnckr''''^'^'  '° 
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(h)  Bacillus  of  swine  plague. — In  a  report  to  the  medical 
officer  of  the  Local  Govermiieiit  Board  for  1877-1878,  I  have 
shown  that  in  this  acute  infectious  disease  the  affected  organs 
contain  a  form  of  bacterium  in  morphological  respects  identical 
with  bacillus  subtilis,  i  e.  consisting  of  longer  or  shorter  motile 
rods,  capable  of  forming  spores  ;  further,  that  artificial  cultures 
of  these  bacilli  cause  the  disease  in  pigs  after  inoculation  ;  and 
lastly,  that  mice  and  rabbits  become  aft'ected  with  this  disease 
after  inoculation  with  material  dii'ectly  derived  from  the 
diseased  organs  of  the  pig  or  with  artificial  cultures.  Last 
year  Pasteur  claimed  to  have  cultivated  from  the  blood  of  the 
pig  aft'ected  with  the  disease  a  microbe  which  is  not  a  bacillus, 
but  a  dumb-bell  micrococcus.    He  states  that  he  has  produced 


Fig.  58.— From  a  Section  through  the  Ini'lamed  InouiUal  Lymi'H-Glakd 
OF  A  Pig  dead  of  Swine  Plague. 

1  A  carillii'y  blood- vessel  filled  with  bacilli. 

2.  Reticulum  of  adeaoid  tissue. 

3.  A  lymph-cell. 

Magnifying  power  700.    (Staiued  with  Spiller's  inirple.) 

with  these  cultures  fatal  illness  in  pigeons  and  rabbits,  and  lias 
also  caused  the  plague  in  swine.  I  have  been  able  to  show  by 
new  experiments  that  Pasteur  is  wrong  in  all  these  points. 
First,  I  have  proved  that  pigeons  are  altogether  insusceptible 
to  the  disease,  since  inoculations  \vith  material  directly  derived 
from  the  diseased  organs  of  the  pig  dead  of  swine  -plague, 
jnaterial  which  is  well  known  to  produce  the  disease  in  the 
pig,  mouse,  and  rabbit,  are  altogether  harmless  to  pigeons  ; 
and  siniilarly  cultivations  of  the  true  bacteria  of  swine  plague 
do  not  aflect  pigeons  in  the  least.  According  to  Pasteur's 
statement  the  pigeons  inoculated  with  liis  cultures  of  the 
dumb-bell  micrococcus  died  with  symptoms  and  with  ana- 
tuaiical  lesions  almost  identical  with  those  of  the  form  of 
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septicremica  kuovm  as  fowl-cliolera ;  and  the  conclusion  is 
therefore  forced  upon  us  tliat  Pa.steur's  cultures  were  contami- 
nated with,  or  contained  solely,  the  organism  of  this  septicemia. 
Similarly  his  rabbits  probably  died  from  the  same  disease* 
smce  these  animals  are  exceedingly  susceptible  to  septicEemia  ' 

On  examining  the  diseased  tissues  of  pigs  dead  of  swine 
plague  by  the  modern  methods  of  anilin  staining,  I  ascertained 
that  all  the  diseased  organs  (lungs,  intestines,  inguinal  and 
bronchial  lymph-glands)  contain  the  characteristic  bacUli 
mostly  hllmg  and  plugging  minute  blood-ve.?sel.s.  So  do  the 
diseased  organs  of  mice  and  rabbits  (spleen,  liver,  lun^)  dead 
ol  the  disease.  °' 

Artificial  cultivations  made  in  broth  and  hydrocele  fluid 
trom  diseased  organs  of  the  pig,  mouse,  and  rabbit,  after  aii 


Fiu.  5y._FiioM  A  Peepaeation  of  Bronchial  Mucus  of  a  Pig  dead  of  Swine 

Plague. 

1.  Detached  epithelial  cells  of  alveoli 

2.  Bacilli. 

3.  Micrococci. 

Masnifying  power  700.   (Stained  with  SpiUer's  purple.) 

incubation  of  twenty-four  hours  at  temperatures  ranging 
between  .30^and  42°  C.  contain  the  above  rods,  which  crowd 

moHn^T;  t''-^'  •'''V^      possessed  of  the  power  of  active  loco- 
motion, such  as  IS  known  to  be  possessed  by  the  septic  bic 
tenum  ermo  and  bacillus  subtilii   During  tL  follow    '  cky 
of  incubation,  whde  the  rods  multiply,  many  of  them  Se 

i^'onT    Khfr  to  0^5  mm.  Ld  mo'",  and 

in  some  of  the  longer  samples  bright  spores  make  their 

Te  ZTrT'  °^  ''''''  -  -methnes  in 
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From  these  cultivations  new  cultivations  may  be  made  antl 
carried  on  through  successive  generations,  all  cultures  behaving 


Of.  \ 


I'lO.  60.— From  a  Section  through  the  Kidney  of  Rabbit  dead  of  Swine 
Plague,  showing  a  Malpighian  Corpuscle,  the  Capillaries  of  the 
Glomerulus  being  transformed  into  hyaline  impermeable  cylinders. 

1.  Bacilli. 

Magnifying  power  500.    (Stained,  with  Spiller's  purple.) 


Fig.  61.— Blood  of  fresh  Spleen  of  a  Mouse  that  died  of  Swine  Pl.ague 

1.  Blood  discs 

2.  A  large  nucleus. 

3.  Groups  of  minute  bacilli. 

4.  Long  bacilli. 

5.  t)iimb-bells  of  bacilli. 
Magnifying  power  700.  (Stained  with  gentian  violet.) 

in  the  same  manner;  and  in  all  of  them  the  rods  only  are 
present,  and  show  exactly  the  same  changes  as  ni  the  parent 
culture. 
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The  smallest  droiDlet  of  any  of  these  cultivations  produces 
the  disease  in  pigs,  mice,  and  rabbits.    The  mice  and  rabbits 


Fig.  62.— From  a  Section  through  a  Necrotic  Patch  of  the  Liver  of  a 
Mouse  dead  of  Swine  Plague. 

1.  Tracts  of  liver  cells  slmink. 

2.  Capillaiy  blood-vessels  filled  with  very  small  micrococci, 

amongst  which  are  seen  the  bacilli. 

3.  Bacilli  only. 

Magnifying  power  700.   (Stained  with  Spiller's  purple  and  magenta.) 

die  with  exactly  the  same  appearances  and  with  the  same 
anatomical  lesions  as  when  they  are  inoculated  with  material 
directly  taken  from  the  diseased  organs  of  a  pig  dead  of  swine 


1' 
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I'lo.  63. -Bacilli  of  Swine  Plague 

FROM      AN     artificial  CULTURf' 

after  Forty-eight  Hours'  Ir- 

CUBATION. 

Magnifying  power  700.   (Dried  and 
stained  with  Spiller's  purple.) 


Fio.  04.— Bacilli  of  Svvine  Plaque, 
from  an  artificial  culture, 
DURING  Sixth  Day  of  Ikoubation. 

1  and  2.  Bacilli. 

3.  Bacilli  in  which  spores  have  been 
lorined.   Magnifying  power  7uO. 
(Fresh  specimen.) 


fSi^A^''Zr""^''^\^^''''''''^'^^  ^^"^  °^  the  fifth,  sixth,  or 
seventh  day  and  on  fost-mortem  examination  show  a  chirin 
teristic  swelling  of  the  spleen,  a  characteiistic  clLIaL  onh; 

II 
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liver  (chiefly  coagulative  necrosis  of  tracts  of  the  liver  tissue), 
and  inflammation  of  the  lungs. 

Inoculations  of  suitable  sterilised  nourishing  fluids  made 
from  the  spleen,  liver>  and  lung  of  such  animals  always  result 
in  producing  a  copious  crop  of  the  characteristic  bacilli,  as  do 
those  made  with  the  lung  and  bronchial  glands  of  pigs  dead 
of  swine  plague  ;  but  from  the  blood  of  the  pig  the  cultiva- 
tions do  not  as  a  rule  succeed,  nor  as  a  rule  from  the  blood  of 
luice  ;  occasionally,  however,  those  from  the  blood  of  rabbits 
dead  of  the  disease  do  succeed. 

Quite  recently  I  have  ascertained  that  pigs  inoculated  ^\ith 
artificial  cultures  of  these  rods  (started  from  the  pig,  mouse, 
or  rabbit  dead  of  the  plague)  or  with  the  diseased  organs  of  a 
mouse  or  rabbit,  sufl'er  from  a  mild  form  of  the  disease,  which 
after  one  or  two  weeks  passes  off  completely.  I  have  had  pigs 
that  had  been  twice  inoculated,  the  first  time  with  artificial 
cultures,  the  second  time  with  diseased  organs  of  mouse  and 
rabbit,  and  each  time  the  pigs  suffered  from  a  mild  form  of 
the  disease.  They  were  then  inoculated  a  thurd  time  with  the 
iuice  of  the  diseased  (fresh)  lung  of  a  pig  dead  of  the  plague  ; 
this  time  also  they  .showed  distinct  symptoms  of  the  disease, 
but  after  a  few  days  to  a  week  they  completely  recovered.  U 
normal  (or  not  previously  iaoculated)  pigs  are  inoculated  with 
matter  from  the  diseased  fresh  lung  of  a  pig  dead  of  the 
plague,  they  as  a  rule  die  from  a  virulent  form  of  the  disease. 
But  in  the  above  case  they  were  protected  by  previous  in- 
oculations, not  altogether  against  a  new  attack  but  against  a 
fatal  attack. 

(i)  Bacillus  LeprcB—ArinaneT  Hansen ^  first  ascertained  the 
existence  of  large  numbers  of  minute  bacilli  in  the  peculiar 
larcre  leprosy-cells  of  Virchow,  which  occur  in  the  nodules  of 
leprous  patients.  Neisser  confirmed  this,  and  considerably 
extended  our  knowledge  of  the  bacHli,  showing  that  they  can 
be  readily  stained  pink  with  fuchsin  or  with  Ehrlichs  acid 
solution  of  eosin-h£ematoxylin.  The  bacilh  are  fine  ixjds 
about  0-004  to  O'OOG  mm.  long  and  less  than  O'OOl  mm.  tliick. 
They  are  pointed  at  their  ends,  and  always  occur  in  masses 
within  the  large  leprosy-cells  of  the  leprous  tubercles  ot  the 
skin  and  internal  organs.  But  they  are  also  present  in  the 
interstitial  tissue  of  the  nervous  branches  m  the  f  i^'^sthetic 
variety  of  the  disease.'^    Some  bacilli  are  motile,  others  not , 

Archives  d.  rhysPAogie,  July,  1888. 
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some  possess  bright  oval  spores,  and  others  are  more  or  less 
beaded,  owing  to  local  collections  of  the  protoplasm  within 
their  sheath.    Neisser  and  Aruiauer  Hansen  have  ciilti\^ated 


Fig.  65.-FROM  a  Section  through  the  Larynx  of  a  Patient  dead  ov 

JjEI'RUSY. 

Huge  ceEs  in  fibrous  connective  tissi;e   the  ceUs  are  flUed  with  the  leprosy 
Magnifying  power  600.   (Stained  with  magenta  and  vesuvin.) 

them  artificially  in  blood-seriim  and  in  solutions  of  mpnf 
extract.  Neisser  has  also  shown  that  the  characterishV  Lf 
cells  are  only  wandering  cells  modified  by'the  gS^^^^^^ 


FIO.  66.-BACI.U  0.  THE  SAME  PREPARATION  AS  IN  LnECriKG  FIGURE. 

More  higlily  niagniified,  1000. 

dT^Jt'ttj?  j^ulwl^^^^^  1  ^  ^'1  ^'^oa  the  bacilli 

lymphatics.  ^  'P''''^^  P™'^'^^^^  way  of  the 

H  2 
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Inoculation  experiments  on  donaestic  animals  and  monkeys 
have  hitherto  failed.^  Damsch  -  maintains,  however,  that  he 
was  able,  by  inoculation  with  leprous  tissue  into  the  peritoneal 
cavity  and  into  the  skin,  to  produce  in  cats  a  distinct  increase 
and  .sprouting  of  the  bacilli.  Preparations  of  leprous  nodules 
of  the  larynx  and  skin  made  by  my  friend,  Mr.  A.  Lingard, 
and  stained  with  Weigert's  solution  of  magenta  and  vesuvin, 
showed  the  leprosy-bacilli  completely  fillmR  all  the  cells, 


FiQ  67.- Cells  of  the  Leprosy  Nodules  of  Man  filled  with  the 
Leprosy  Bacilli  (after  Neisser). 

small  and .  large,  spherical  and  spindle-shaped,  contained 
between  the  connective-tissue  bundles.  s  ^,   .  t  i  •„ 

In  a  section  through  the  liver  of  a  bn-d  [Rhea)  that  died  m 
the  Zoological  Gardens  in  London,  prepared  by  Dr.  Gibbes 
after  his  method  of  staining  for  tubercle-baciUi,  there  were 
seen  innumerable  aggregations  of  larger  and  smaller  pmk 
masses  (visible  to  the  unaided  eye  as  dots  of  the  size  of  a  pins 
point  to  that  of  a  pin's  head  or  millet  seed,  and  larger).  Under 


F,G    6S.-FR0M   AN  ARTIFICIAL  CULTURE   OF   BACILLUS  OF  LEPROSY 

(AFTER  Neisser). 

fhP  mirroscoTDe  these  pink  masses  were  seen  to  be  composed  of 

^  Kbbner,  ViMs  Archiv  vol.  Ixxxviii.  ;  Hauscn,  ilidcn,  vol.  xc. 
'  Vii  cliow'i  Archiv,  vol.  sen. 
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bacilli  became  free.  In  these  respects,  in  the  size,  distribu- 
tion, and  character  of  the  bacilli,  there  exists  a  remarkable 
similarity  between  the  nodules  in  leprosy  and  the  nodules 
just  mentioned. 


Fro.  C9.— From  a  Section  through  a  Nodule  of  the  Liver  of  Rhea. 
1  Cells  of  varioiLs  sizes  filled  with  mimite  bacilli ;  owing  to  tl.e  suialhicss  nf  t'le 
bac.Ui  and  to  tlieir  bemg  crowded  in  the  cells  and  owiSg  to  tlie  co  paratUly 
low  mnenifymg  power  (300)  the  bacilli  appear  like  dots 
(Stained  witli  fuchsin  and  methyl-blue.) 


Fio.  TO.-Two  CEI..S  OF  "-^I---  O  Nor,ui.E.s  ik  the  Liver  of  a 
The  cell  -----.rn^^^ 

rlof !  S;,  f  ^  '"«^"]at.'"g  m^ce,  rabbits,  and  especially  4i iiea- 
pigs  .subcutaneou.sly  with  a  comparatively  hir-o  miant  tv  nF 
earth,  or  of  putrid  fluid,  one  ocisionallyVXer  donuj^ 
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twenty -four  to  forty-eight  hours.  This  form  of  septicasmia  is 
also  called  "  Pasteur's  septicaamia,"  and  is  of  course  distinct  and 
different  from  Davaine's  septicasmia.^  At  the  seat  of  the  inocu- 
lation and  spreading  from  it  into  the  subcutaneous  tissue  of 
adjoining  parts  there  is  much  discoloration  and  occasionally 
hceniorrhage ;  a  turbid  offensively-smelling  ichor  fills  the 
spaces  of  the  subcutaneous  tissue,  and  in  it  are  found  large 
niTmbers  of  bacilli,  some  motile,  others  not.  The  lungs  are 
hypersemic  and  have  small  ha-morrhagic  spots.    The  spleen  is 


Fia  71.— Blood  of  a  Guinea-pig  dead  of  Koch's  Malignant  (Edema. 

1.  Red  Wood  discs. 

2.  White  corpuscles. 

3.  Single  bacilli. 

4.  Chain  of  long  taciUi. 

5.  Lepto'tlirix. 

Magnifying  power  700.    (Stained  with  gentian  violet.) 

invariablv  enlarged  and  hemorrhagic  spots  are  often  noticed 
on  the  peritoneum  of  the  abdominal  organs,  and  there  is  some 
iDcritoneal  exudation.  The  blood  of  the  spleen,  of  the  liver, 
lung,  and  intestine,  the  serous  coating  of  the  abdominal  organs, 

•  T^o-^enbor-er  mamtmm  (CentralblaUf.  d.  med.  Wm.  A,  1SS3)  that  the  blood 
Kosen  oer  (-1    , 1  ^      ^    ^  of  Davaine's  or  Pastcnr's  septica-min  can  be 

PffPctuam  S-i^Sby^^^^^^^^^  t'>e"-  •T^'^i"''  action  reproducing  on 

effectually  steiuiscao^^  the  disease  with  the  recurrence  of  tlie  organisins 
ejection  into  f'/?  ''"^'^  do  vdcswell,  however,  states  (Vrocecdiugs  of  the 
faZsJcte  v  221  ISS  )  that  tl^s  is  not  the  ease,  for'on  really  effectual  sterilisa- 
fZ  ly  &tX^^i^r^B  are  killed,  and  the  Qiuds  beeonie  innocuous. 
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and  the  peritoneal  exudation,  contain  the  same  bacilli  as  the 
SLTbcutaneous  exudation.  Many  of  them  include  spores.  By 
injecting  the  bacillus  into  the  peritoneal  cavity  of  gvainea-pigs 
death  is  produced  rapidly,  especially  after  passing  it  through 
two  generations,  so  rajjidly  indeed  that  the  animals  often  die 
within  sixteen  hours  (Burdon  Sanderson  and  Klein).  In  all 
these  instances  a  viscid  transpiarent  slightly  but  spontaneously 
coagulable  exudation,  poor  in  white  and  red  corj^uscles,  is 
found  in  the  peritoneal  cavity,  and  the  peritoneum  of  all  parts 
is  highly  inflamed.  Bacilli  are  present  in  it  in  enormous 
numbers,  many  of  them  containing  spores.  The  blood  of  the 
heart  does  not  contain  bacilli  immediately  after  death,  but  has 
them  some  hours  after. 

The  bacilli  in  question  are  about  O'OOS  to  0'005  mm.  long 
and  a  little  over  O'OOl  mm.  thick  ;  they  are  rounded  at  their 
ends  ;  they  form  chains  of  two  and  more,  and  these  chains 
are  straight  or  broken.  They  also  form  leptothrix,  straight,  or 
more  commonly  curved.  The  bacilli  have  been  artificially 
cultivated  by  Pasteur  ^  in  blood-serum  and  in  neutral  solution 
of  Liebig's  meat  extract.  Gafifky  ^  grew  them  on  potatoes  at 
38°  C.  The  artificial  culture  is  capable  of  producing  the 
malignant  oedema,  but  it  is  always  necessary  to  inject  more 
than  minimal  quantities.  The  baciUi  grown  in  fluids  outside 
and  inside  the  body  form  spores  without  free  supply  of  air, 
and  are  therefore  anaerobic  (Pasteur). 

In  human  fecal  matter  there  are  always  present  innumerable  masses  of  bac- 
teria—micrococci,  single  and  in  dumb-bells,  and  in  clumps  of  zoogloea,  bacterium 
•  termo,  and  vanous  species  of  bacilli,  varying  in  thickness,  length,  and  in  motility 
some  being  motile,  others  not.  It  has  been  shown  by  Bienstoclc  (Gentralhl  / 
med.  Wm.  im,  p.  949)  that  a  bacillus  can  be  cultivated  from  normal  human 
fajces  which  in  many  respects  resembles  the  bacillus  of  malignant  oedema  ■  it 
pro<luces  death  in  mice,  but  witliout  the  symptoms  of  malignant  oedema 

Professor  Rossbach  has  maintained  (Ceniralblattf.  d.  vied.  Wiss.b^  1SS2)  that 
when  a  solution  of  papayotin  (the  juice  of  Carica  papaya]  is  injected  into  the 
veins  of  a  rabbit,  the  animal  dies,  and  shortly  after  deatli-even  so  short  a  time 
as  llfty  minutes  after  the  mjection-there  are  found  in  the  blood  large  numbers 
ol  bactena.    Dowdeswell,  liowcver,  states  (Praciitioner,  May,  1883)  that  solu- 

rl-^nLl^r!^''^!  r  r"*n'"  "■\''J,"''=  ""^  °^  «■  ""tile  bacillus  wliich  in  all 

respects  resembles  bacillus  subtilis  ;  in  artificial  cultures  in  10  per  cent  solutions 

whiW/.n^'",'  '^^l°.°^Vi"'™''/°^'  «rores  develop  into  bacim 

m  l  P  H  leptotlmx  hlaments,  and  in  tliem  spores  soon  malic  their  api  ear- 
fii.  ;,nmf  "'T'  P^P'^r'.'"  wlien  injected  into  the  blood  of  rabbits  kill 

I  kc  infiltercd  ones,  but  neither  during  life  nor  after  the  death  of  thranLals 
could  any  organisms  bo  detected  in  the  blood.    It  appears  to  follow  A om  these 
experiments  that  papayotin  solutions  contain  spores,  and  that  these  spm^^^^^^ 
properties?  ''"'^        Possess  any' si^^ciarrThogeni^ 

(k)  Bacillus  of  symptomatic  anthrax  (Ger.  Rauschhrand  ■ 
Hv.  ckarlwn  symplomaiique,  Arloing,  Cornevin,  and  Thomas', 
-  Bull,  de  VAcad.  1877.  2  Mitlhcil.  a.  d.  Ic.  Oesnndh.  ISSO. 
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Bull,  de  I'Acad.,  1881  ;  Eng.  Hack  leg,  quarter-evil).  This 
disease,  whicli  is  not  uncommon  in  cattle,  generally  ends 
fatally  and  is  very  infections.  It  is  characterised  by  liasmorr- 
liagic  effusion  (or  "  tumour  ")  in  the  subcutaneous  and  inter- 
muscular tissues  of  one  or  other,  or  both,  anterior  or  posterior 
extremities,  in  consequence  of  which  the  movements  of  the 
animal  so  affected  become  greatly  impeded.  The  animals 
generally  die  in  the  course  of  the  second  or  third  day  after  in- 
fection. The  subcutaneous  tumour  contains  numerous  bacilli, 
as  do  the  abdominal  and  thoracic  viscera. 

The  bacilli  are  about  the  size  of  those  of  malignant  anthrax 
or  a  little  thicker  ;  they  are  rounded  at  their  ends  and  often 
include  at  one  end  a  bright  oval  spore  ;  this  is  also  present  in 
the  bacilli  of  the  parenchymatous  organs  (as  will  be  shown 
below,  this  never  occurs  in  the. bacillus  of  malignant  anthrax). 
The  bacilli  are  either  single  or  form  short  chains.  Some  of 
the  bacilli  are  motile. 

Inoculations  with  them  into  the  subcutaneous  tissue  of 
guinea-pigs,  rabbits,  sheep,  and  calves  always  prove  fatal,  the 
same  subcutaneous  hsemorrhagic  effusions  being  produced. 


Fio.  72.— Blood  of  a  Guinea-pig  dead  of  Sy.mptomatic  Akthrax. 
Blood-corpiisolos  and  between  them  several  bacilli. 
Magnifying  power  700,    (Stained  with  Spiller's  purple.) 

Injections  of  small  quantities  of  bacillus-containing  material 
into  the  veins  produces  only  a  slight  febrile  disorder  ;  large 
doses  produce  death.  Animals  in  which  by  intravenous  in- 
jection of  small  doses  slight  illness  has  been  produced  are 
afterwards  protected  against  the  fatal  dose.  Lut  minima 
doses  injected  subcutaneously  also  produce  only  a  slight 
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tran.eitory  swelling,  and  the  animal  so  treated  is  afterwards  pro- 
tected against  the  fatal  dose  (Arloing,  Cornevin,  and  Thomas). 
The  spores  of  the  bacilli  when  heated  up  to  85°  C.  for  six 
hours  lose  their  virulence  (Arloing,  Cornevin,  and  Thomas). 

(!)  Bacillus  anihracis.—PollmcleT,'^  Brauell,^  Davaine,^  and 
then  Bollinger''  recognised  in  the  blood  of  animals  dead  of 
malignant  anthrax  the  presence  of  stiff  short  and  long  rods, 
which  Davaine  called  hacteridie  du  charhon.  They  were 
identified  by  Cohn '  as  bacilli  in  morphological  respects  similar 
to  bacillus  subtilis,  except  that  the  bacilli  anthracis  are  non- 
motile. 

Koch  6  showed  the  ubiquitous  distribution  of  these  bacilli 
m  the  blood  of  the  organs,  and  especially  of  the  spleen.  He 


Fio.  73.— Heart's  Blood  of  a  Mouse  dead  of  Anthrax. 

1.  Blood-discs. 

2.  Wliite  blood-corpuscle. 

3.  Bacilli  anthracis. 
Magnifying  power  700.   (Fresh  specimen.) 

siicceededin  cultivating  these  bacilli  artificially,  taking  a  bit 
nl'^P.  V?  f  '^T^.^■  (^^i'^h^n^al  is  very  susceptible  to  fatal 
anthrax),  and  watching  the  growth  of  the  bacilli  in  a  micro- 
scopic .specimen.    He  saw  that  the  rods  multiply  by  division 

^u^f  f^I  ^'°T  homogeneous-looking,  strSt 

or  twisted  filaments  in  which  after  some  time,  and  with  free 

theTlo°l"['  °T'^  "^'^'^^  th^^r  appearand  while 

the  filaments  become  homogeneous  and  swollen  These  spores 
become  free,  and  when  artificially  cultivated  or  iniecteHito 
a  rodent  ammal,  germinate  into  the  characteristic  bacUh" 

5  Bciir.  z.  Biol.  d.  Pflanzcn,  vol.  ii.         6  fi^'l  yoi  iU.    "  '  ^^^^^ 


106         MICEO-ORGANISMS  AND  DISEASE.  [chap. 


these  elongate  and  divide,  and  in  artificial  cultures  again  grow 
into  the  long  leptotluix  filaments,  which  agidii  form  spores. 
Koch  1  saw  in  preparations  of  aqueous  humour  kept  at  35°  C.  in 
the  incubator  the  spores  germinating  after  three  lo  four  hours. 
The  single  bacilli  as  they  present  themselves  in  the  blood 


Fig.  74- — Partop  A  blood  clot  from  the  heart  of  a  Mouse  dead  or  Anthrax. 
Magnifying  power  500.    (Stained  with  Spiller's  purple.) 


measure  between  0'005  and  0'02mm.  in  length,  and  O'OOl  to 
0"0012  in  thickness  ;  they  are  truncated.^  The  spores  pro- 
duced by  growing  the  bacilli  with  free  access  of  air  are  about 
0-001  mm.  thick,  and  about  0-002  to  0-003  mm.  long.  They 
are  not  stained  by  dyes  and  difi'er  herein  from  the  bacilli. 

In  the  human  subject  malignnnt  anthrax  occurs  as  "  woolsorter's  disease"  ; 
for  the  Eetiology  and  pathology  of  this  malady  see  Spears  (Re-port  of  the  Medical 
Officer  of  the  Local  Government  Board,  ISSl  and  1SS2)  and  Greenfield  (,iUd.  1881). 

All  rodents  and  herbivorous  animals  are  susceptible  to  anthrax ;  rats  are, 
however,  infected  with  difficulty,  pigs  are  very  insusceptible,  and  so  are  dogs 
and  oats.  Infection  o^  animals  can  be  produced  by  inoculation  into  the  skin 
and  subcutaneous  tissue,  intravascular  injections,  and  by  inhalation  of  spores 
(Buchner,  Untersuchungen  uber  niedere  Filze,  by  Prof.  v.  Niigeli,  1882,  p.  178). 
In  woolsorter's  disease  the  usual  mode  of  infection  is  by  inhalation  of  spores 
adheringto  the  wool  of  the  fleeces  of  animals  (sheep,  goats)  dead  of  antlirax.  As 
in  rodents  infected  with  anthrax,  so  also  in  man,  the  blood-vessels  of  all  organs 
contain  the  bacilli,  and  extravasations  of  the  infected  blood  are  frequent  in  many 
parts  of  the  body.  The  presence  of  bacilli  in  the  extravasations  into  the  mucous 
membrane  of  the  trachea  and  bronchi  does  not  necessarily  mean  that  these  parts 
represent  the  points  of  entrance  of  the  bacilli  into  the  system,  as  Greenfield 
seems  to  regard  as  self-evident  (Reports  of  the  Medical  Officer  of  the  Local 
aovernment  Board,  1S81).  As  a  mattei'  of  fact  I  find  in  every  lung  of  mouse, 
rabbit  and  guinea-pig,  dead  after  subcutaneous  inoculation  with  anthrax, 
bacilli' anthracis  in  the  alveolar  cavities  and  in  tlie  smaller  and  l.irger  bronchi. 
Ingestion  of  baoillar  material  is  sometimes  followed  by  antlirax,  but  m 


'  Bc«r.  2.  Bio!,  rf.  P/Inn^en,  vol.  ii.  part  ii.  p.  2S8.  .„.,„., 
=  It  is  cencrally  assumed  that  the  bacilli  arc  the  saino  m  all  animals  affected 
wiih  qnlenic  fever  but  this  is  most  undoubtedly  not  tlie  case,  as  has  been  already 
pointed  out  by  Huber  (Deutsche  med.  Woch.  1881) ;  tlie  bacilli  of  the  guinea-pig 
are  thicker  than  those  of  the  mouse  or  sheep,  and  these  again  ai'e  thicker  than 
those  in  the  rabbit. 
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tlicsc  cases  abrasions  in  tlie  mucous  membrane  of  the  mouth,  pharynx,  or 
gut,  may  have  been  tlie  real  place  of  entrance.  Mice  fed  witli  anthrax  material 
do  not  become  infected  (Klein,  ibid  ISSl).  But  the  reported  cases  of  intestinal 
nijycosis  {see  for  tlie  literature  of  this  subject,  Koch,  "  jEtiologie  d.  Milzbrandes," 
Mittheil.  a.  d.  k.  Gesundheitsamie.  18S1,)  seem  nevertheless  to  indicate  tliat  such 
a  mode  of  infection,  namely,  by  the  alimentary  canal,  is  not  excluded.  Compare 
also  F:dk,  Virchow's  Archiv,  vol.  xciii. 


Rodents  inoculated  witli  the  baciUiis  of  tlie  blood  or  spleen 
of  an  animal  dead  of  anthrax,  or  witli  the  bacillus  or  spores 
of  an  artificial  culture,  die  generally  within  forty-eight  hours  ; 
in  some  instances  in  twenty-four  to  thirty  hours,  in  other 
exceptional  instances  after  forty-eight  to  sixty  hours.  The 


i.-FROM  A  Prbparation  of  Heart's  Blood  of  a  Gcjinea-pio 
OF  Anthrax. 

1.  Red  blood-discs. 

2.  Wliite  corjrascle. 

3.  Bacilli  anthracis. 

Magnifying  power  700.   (Stained  with  Spiller's  pnrple.) 


blood  in  all  instances  contains  the  bacilli,  the  spleen  is  lart^e 
and  full  of  bacilli,  and  so  are  the  blood-vessels  of  most  other 
organs,  the  exudations,  and  the  urine.  In  the  placenta  of  a 
pregnant  gumea-pig  dead  in  consequence  of  inoculated  anthrax 
1  have  seen  that  tlie  Ijacilli  keep  strictly  as  a  rule  witliin  the 
maternal  blood-vessels,  and  are  wholly  absent  in  the  blood  of 
the  vessels  of  the  fcBtu.s.  Subcutaneous  inoculation  or  injec- 
tion into  the  cutis  of  the  minutest  quantity  of  baciUus-con- 
tainmg  material  (blood  or  artificial  culture)  invariably  produces 
death.  Subcutaneous  injection  of  bacillus-containing  material 
m  tlie  gumea-pig  almost  always  produces  a  characteristic 
oedema,  spreading  sometimes  over  a  large  area.  The  cedematous 
nuia  IS  clear  and  contains  only  a  few  bacilli. 


108         MICRO-ORGANISMS  AND  DISEASE  [chap. 


Archfvngelslti  {Centralhlatt  f.  d.  mcd.  Visa,  1SS3,  p.  257)  claims  to  have 
ascertained  that  if  an  animal  'je  inoculated  witli  autlu-ax,  many  hours  before  the 
bacilli  appear  in  the  blood,  there  are  present  numbers  of  spores.  Just  before 
death  tlicy  all  become  changed  into  the  bacilli.  He  furtlier  maintains  that 
those  spores  taken  fnim  the  blood  can  be  shown  to  multiply  by  division,  and 
witliout  changing  into  bacilli,  by  cultivating  tliem  artificially  with  exclusion  of 
ox-ygen.  I  have  shown,  however  (Reports  of  the  Medical  Officer  of  the  Local 
Government  Board  for  1S83),  tlmt  none  of  these  assertions  are  borne  out  by 
actual  observation,  and  that  they  arc  erroneous. 


Any  fluid  containing  proteid  material  is  a  suitable  nutrient 
medium  for  the  bacilli  ;  they  grow  abundantly  at  all  tem- 
peratures between  15°  and  43"  C,  best  between  25°  and  40°  C. 
They  elongate  and  divide  rapidly,  and  the  bacilli  grow  out 
into'long  curved  and  peculiarly  tAvisted  filaments  which  often 
form  bundles,  the  individual  filaments  being  twisted  round 
one  another  like  the  strands  of  a  cable. 

The  bacillus  anthracis  grows  best  in  neutral  fluids,  but  to  a 
limited  extent  also  in  acid  or  alkaline  fluids  containing  proteid 
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Fio.  rc— From  an  Artificial  Ci.'I.ture  of  Bacillus  A.\iiiracis. 
Couvnlutious  of  threads,  each  composed  of  bacilli. 
Magnifying  power  300.    (Stained  with  Spiller  s  purple.) 


material  When  growing  in  neutral  nourishing  fluids,  it  forms 
on  th  bottom  of  the  fluid  characteristic  flufl'y  win  ish  masses 
which  are  convolutions  of  the  characteristic  filan  ents.  These 
Appear  homogeneous  in  the  fresh  state,  their  ends  being  slightly 
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thicker  and  roiuitled.  Examined  in  preparations  made  after 
the  Weigert-Kocli  method  {i.e.  drying  of  a  thin  laj'er  and 
staining  it  witli  anilin  dyes,  washing  in  water,  then  in  spirit, 
then  again  in  distilled  water,  and  then  drying  and  mounting 
in  Canada-balsam  solution),  all  the  bacilli  and  their  filaments 
are  seen  to  be  composed  of  a  thin  hyaline  sheath,  and  in  this 
is  a  row  of  cubical  or  rod-shaped  masses  of  protoplasm  taking 
the  dye  very  readily.  According  to  the  length  of  the  bacilli 
the  number  of  these  eletiientary  'masses  of  i^rotoplasm  varies. 
Some  of  the  rod-shaped  elements  appear  constricted  in  the 
niiddle,  preparatory  to  division.  Between  each  two  elements 
is  a  fine  septum. 
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ART.nciAL  CuLTL'Rii  OK-  Bacillus  Antiiraois,  carried 
ON  AT  Ordinary  Temperature  and  on  Solid  (Gelatine)  Material. 

lORULA-l'ORM.  ' 

Jlagnifying  imwev  450.   (Stained  with  Spiller's  purple.) 

Bacilli  anthracis  when  growing  at  ordinary  temperatures  on 
a  solid  medium  (e.g.  a  mi.Yture  of  gelatine  and  broth,  or  Agar- 
Agar  and  peptone)  show  a  very  peculiar  modification,  inasmuch 
as  some  of  the  elements  assume  a  spherical  or  oval  shape  a 
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torula-form,  and  as  such  they  multiply  by  gemmation  and 
division,  and  foi'm  clusters  or  arrange  themselves  in  chains. 
By  and  by  each  of  these  spherical  elements  elongates  into  a 
rod,  and  when  all  elements  have  undergone  this  change  we 
have  the  typical  smooth  filament  of  the  leptothris-form.  Some 
of  the  elements  in  such  a  filament  remain  for  a  long  time  of  a 
spherical  shape,  and  are  much  larger,  looking  like  the  sporan- 
gium of  a  nostoc-alga.  The  most  interesting  forms  are  those 
where  an  ordinary  smooth  filament  of  anthrax -bacillus  at  its 
growing  ends  shows  itself  to  be  composed  of  a  chain  of  torula- 
elements.  Such  torula-forms  occur  also  in  ordinary  cid,tiva- 
tions  in  fluid  media  at  temperatures  of  20°  to  30°  C,  but  not 
by  any  means  so  often  as  at  ordinary  temperatures  and  in  a 
solid  medium.  These  torula-cells  are  about  O'OOIS  to  0  0026 
mm.  in  diameter.  The  torula-forms  are  very  virulent,  but  in 
an  animal  always  assume  the  ordinary  shape  of  the  typical 
bacillus.i 

As  has  been  mentioned  in  treating  of  pigment  bacilli,  such  a 
torula-form  has  been  also  observed  by  Neelsen  in  the  bacillus 
that  causes  the  colour  of  "blviemilk  ;"and  Zopf-  has  observed 
it  also  in  cladothrix  dichotoma. 

I  have  also  observed  this  torula-modification  in  the  filaments 
of  septic  bacilli,  in  a  bacillus  that  I  found  growing  accidentally 
in  pork-broth.  The  baciUus  had  the  same  morphological 
characters  as  the  bacillus  subtUis  of  hay-infusion,  and  also 
formed  a  pellicle  composed  of  fidaments.  In  some  of  the  fila- 
ments the  large  torula-like  cells  could  be  seen  here  and  there 
interposed  between  cubical  and  cylindrical  cells. 

On  inoculating  fluid  media  {e.g.  broth  of  any  kind  or  pep- 
tone fluid)  with  the  bacilli  antliracis,  either  those  of  the  blood 
or  of  the  spleen  of  an  animal  dead  of  anthrax,  and  shaking 
the  fluid  so  as  to  distribute  the  bacilli  uniformly  through^  the 
fluid  and  exposing  this  to  a  temperature  of  from  25°  to  40°  C, 
it  will  be  noticed  that  after  twenty-four  to  forty-eight  hours' 
incubation  the  fluid  is  uniformly  turbid,  owing  to  the  rapid 
multiplication  of  the  bacilli.  These  are  shorter  or  longer 
typical  anthrax-bacilli.  But  as  incubation  proceeds  all  the 
bacilli  grow  into  filaments,  and  these  being  heavier  sink  to  the 
bottom  of  the  fluid  and  form  the  characteristic  whitish  flufty 
convolutions.  But  on  inoculating  dilute  broth,  care  being 
taken  that  the  inoculating  material,  whether  consisting  ot 
blood-bacilli,  bacilli  of  a  culture,  or  spores  of  culture-bacilh, 
is  deposited  at  once  on  the  bottom  of  the  fluid,  and  this  is  not 

'  lUein,  Quart.  Journ.  of  Microsc.  Scimce,  Apnl,  ISS3. 

'  Zur  MoriAologie  d.  Spalti>fianzen,  n.  and  Die  Sjmlipdte,  Bicslftu,  1RR3. 
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shaken  np,  it  will  be  noticed  on  incubation  that  the  fluid  remains 
limpid.  All  the  growth,  in  the  shape  of  the  flufl'y  whitish 
masses,  takes  place  at  the  bottom. 

After  a  few  days'  incubation,  no  matter  what  the  tempera- 
ture IS,  many  of  the  bacilli  and  their  leptothrix-filaments 
show  signs  of  degeneration,  consisting  in  the  granular  disin- 
tegration and  absorption  of  the  protoplasmic  contents  of  the 


FiQ.  78.— From  a  Preparation  of  the.  Blood  of  Spleen  of  a  Guinea-pig 
DEAD  OP  Anthrax. 

1.  White  blood-corpuscle. 

2.  Red  blood-discs,  slirunken. 

3.  Cliains  of  bacillus  antliracis. 

■        D'^B<^"'5™t'"S  bacilli,  the  sheath  only  being  preserved. 
Magnifying  power  700.  {Tlie  preparation  has  been  stained  with  gentian-violet.) 


bacilh  and  their  filaments,  at  first  only  here  and  there,  but 
by  and  by  over  longer  pieces.  Such  bacilli  and  leptothrix- 
filaments  appear  in  such  places  as  if  empty.  This  is  also 
noticed  m  the  bacilli  of  the  blood  and  spleen  of  an  animal 
inoculated  with  anthrax  even  at  the  point  of  death  or  soon 
alter  death,  if  the  number  of  bacilli  is  great. 

Another  form  of  degeneration  consists  in  the  filaments 
of  bacilli  becoming  much  curled  and  swollen,  and  finally 
disintegrated  into  an  amorphous  ddbris. 

A.S  long  as  the  bacilli  grow  in  the  depth  of  a  fluid  they 
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never  form  spores,  but  when  grown  on  the  surface  with  free 
access  of  air,  or  on  solid  media  {e.g.  serum  gelatine,  gelatine 
broth,  Agar-Agar,  potato,  &c.),  the  bacilli,  having  developed 
into  filaments,  proceed  to  form  spores.  But  they  may  form 
spores  even  in  fluid  media  if  by  some  accident,  either  by 


Fig.  79 —From  an  Artificial Cultukk  of  Baoillu.s  Anthracis  in  Broth 
after  many  days  incubation. 

The  tlireads  are  swollen  and  curled  up,  and  in  many  places  the  protoplasm  1 
disappeared,  leaving  tlie  sheath  and  septa  distinct. 
Ma<'nifyiug  power  700.    (Stained  with  Spiller's  purple.) 


sticking  to  the  glass  vessel  containing  the  fluid  or  by  means 
of  a  cotton-Avool  fibre,  some  of  the  bacilli  remain  on  the 
surface  of  the  fluid.  This  formation  of  spores  is  not  due  to 
exhaustion  of  the  nourishing  medium,  as  is  maintained  by 
Buchner— it  has,  in  fact,  nothing  to  do  with  it— but  represents 
the  last  stage  in  the  life-history  of  the  bacilli,  provided  they 
have  an  ample  supply  of  oxygen.  If  this  latter  condition  is 
not  fulfilled,  as  when  they  are  grown  at  the  bottom  ot  a  nuici, 
the  bacilli  gradually  degenerate  as  mentioned  above. 

Spore-formation  occurs,  cccteris  paribus,  at  all  temperatures 
between  18°  and  45°  C.  Koch  found  15°  C.  the  lower  limit. 
Pasteur  states  that  in  a  nutrient  medium  exposed  to  a  tem- 
perature of  42°  to  43°  C.  the  bacilli  are  not  capable  of  forming 
spores;  but  this  is  not  correct,  for  when  the  bacilli  are 
PTOwing  on  the  surface  of  the  nutrient  medium  they  form 
tpores  even  at  a  temperature  of  44°  to  45°  C.,  as  I  have  con- 
clusively shown  by  growing  them  on  Agar- Agar  and  peptone 
mLxture  The  spore-formation  consists  m  the  appearance  ot 
a  bright  glistening  spherical  body  in  the  protoplasm  o  an 
elementary  mass  o?  ciU  ;  this  body  gradually  .enlarges  till  it 
reaches  its  full  size,  becoming  at  the  same  tame  oval.  The 
bacilli  at  these  points  are  thicker  than  where  no  spore- 
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formation  has  set  in.  Under  the  most  favourable  conditions, 
each  cubical  or  rod-shaped  mass  of  protoplasm  includes  one 
spore,  m  which  case  the  bacillar  filament  contains  an  almost  un- 
broken row  of  spores  ;  but  in  other  cases  only  an  elementary- 
mass  here  and  there  contains  a  spore,  the  rest  breaking  down 
and  becoming  absorbed.  In  the  first  case  also,  the  protoplasm 
ot  the  elements  almost  entii-ely  disappears,  the  sheath  swelling 
up  and  becommg  hyaline,  and  only  the  bright  spores  remain"^ 
mg.  iheir  Imear  arrangement,  however,  still  indicates  that 
they  were  formerly  contained  in  one  filament 


Fio.  80.— From  an  Artificial  Culture  in  Neutral  Pork-Broth  oi' 

liACILLUS  ANTHRAOIS,  WITH  OoPIOUS  FORMATION  OF  SpORES. 

Magnifying  power  700.   (Stained  with  Spiller's  purple.) 

If  bacilli  grow  in  the  depth  of  a  fluid  medium,  they  do  not 
form  spores,  as  has  been  stated  above  ;  and  as  we  have  also 
seen,  as  new  bacilli  appear,  or  the  old  filaments  increase  in 
length,  degeneration  seta  in.    This  degeneration  gradually 

I 
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affects  greater  and  greater  numbers,  and  when  the  fliiid  is 
exhausted  for  the  formation  of  new  bacilli,  it  necessarily 
follows  that  the  whole  growth  gradually  becomes  involved  in 
the  process  of  degeneration,  the  whole  mass  becoming  smaller, 
and  finally  only  debris  is  left.  Such  cultures,  namely,  those 
in  which  the  degeneration  involves  the  whole  mass  of  the 
bacilli,  are  quite  innocuous  when  inoculated  into  animals,  or 
into  fresh  nourishing  media.  But  as  long  as  there  are  any 
good  protoplasmic  elements  of  the  bacilli  left,  the  culture  is 
virulent  to  rodents,  with  the  exception  of  mice,  as  will  be 
stated  presently  ;  and  it  is  capable,  when  transferred  to  new 
suitable  nourishing  media,  of  starting  new  cultures  that  prove 
virulent  to  all  rodents  and  sheep. 

The  same  holds  good  of  the  bacilli  in  the  blood  and  organs 
of  an  animal  dead  of  anthrax,  provided  the  animal  be  not 
opened,  and  its  organs,  exudations,  or  urine  be  not  exposed  to 
the  free  air  ;  for  the  bacilli  not  exposed  to  the  air  gradually 
degenerate,  and  the  blood  and  organs  of  such  an  animal, 
although  at  first  deadly  poison  to  other  susceptible  animals, 
become  at  leugth  quite  innocuous.  Systematic  observation  has 
shown  me  that  small  animals,  such  as  mice  and  guinea-j)igs, 
when  kept  unopened  or  buried  in  earth,  become  quite  innocu- 
ous after  five  to  eight  days,  the  anthrax-bacilli  having  by  this 
time,  by  degeneration,  altogether  disappeared  from  the  blood, 
spleen,  and  other  organs.  Pasteur's  statement  that  in  animals 
dead  of  anthrax  and  buried,  the  bacilli  form  spores,  that  these 
spores  are  taken  up  by  earthworms  and  carried  to  the  surface 
of  the  soil,  where  they  are  deposited  with  their  castings  and 
thus  are  capable  of  infecting  animals  grazing  or  sojourning  on 
this  soil,  is  not  borne  out  by  the  above  observations.  And 
further,  Koch  has  proved  i  by  direct  experiment  that  spores  of 
anthrax-bacilli,  when  mixed  with  earth  m  which  worms  are 
present,  are  not  taken  up  by  these  creatures. 

Drying  bacilli  of  the  blood  or  of  a  culture  in  a  thin  layer 
invariably  kills  them,  but  the  spores  remain  unaffected. 

The  bacilli  of  the  blood  of  a  rodent  dead  of  anthrax  are 
always  thinner  than  the  bacilli  cultivated  in  a  neutral  fluid 
medium  like  pork-broth. 

Cultivation  of  the  blood-bacilli  at  temperatures  varying 
between  20°  and  40°  C.  in  any  suitable  nourishing  material, 
solid  or  fluid,  laowever  many  transferences  (new  cultivations, 
or  so-called  new  generations)  be  mn.de,  always  yields  a  crop  of 
vii'ulent  bacilli.  It  is  absolutely  incorrect  to  say,  as  Buchner- 

'  Millheil.  a.  d.  Tc.  OcsumVieilsamte,  1S81. 

^  Vcber  d.  Erzcug.  des  Mihbrandes,  Munich,  ISSO. 
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tTp'^p^Hn^'^f  maintain,  that  continued  transference  weakens 
the  action  of  the  baciUi ;  as  long  as  the  cultures  remain  pure, 
?oi.,^fr-n-'!?  ^^^fi-ially  suppressed  by  accidental  in- 
nocuous bacilh,  the  anthrax-bacilli  retain  their  full  virulence 


Fio.  61 -Network  of  Catu^i.awbs  filled  with  Bacillus  akthkacis  •  from 
THE  Omentum  of  a  Rabbit  dead  of  Antheax  ' 

1.  Extravasation  of  the  bacilli 

2.  Capillaries  filled  with  the  bacilli. 

Magnifying  power  350. 

e  7^  neuSl°nnl.V  ^^^S'^f  ".^^  20"  to  38"  C.  in  fluid  media, 
are  yir  lent  To  t •  ^  ^'  ^"^^  ^'^ek 

hat   hev  InJ  tl   ?      ^"''^^^''^-Pig^.  rabbits ;  but  aftei' 

tS,  So   1    •  Ti  ^r*^^  '^'^  provided  the  orowth 

heTre  ;  ^it  L'r.?^'^'P"^^  ^P°^^^  ^''^  formed;  b 

tney  retain  it,  as  regards  guinea-pigs  and  rabbits,  as  long  as 

'  P>-°"<:ding3  oj  the  Royal  Society,  June  17,  1880. 
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tliey  contain  good  bacilli  at  all.i  But  fresh  ciiltiTres  made  of 
such  bacilli  invariably  prodiice  a  growth  which  is  fatal  to  all 
rodents  during  the  first  or  second  week. 

Pasteur  has  stated  that  blood-bacilli  which  have  become 
attenuated  in  virulence  by  exposure  to  42°  to  43°  C.  for 
twenty  days  are  capable  of  starting  new  cultures  of  attenuated 
virus.  This,  I  question,  for  I  find  tliat  such  a  culture  starts 
new  cultures  of  virulent  bacilli ;  in  the  same  way  the  bacilli 
of  a  culture  that  is  only  "  vaccine "  for  sheep,  when  it  is 
inoculated  into  a  guinea-pig  kills  it  with  anthrax,  and  then 
yields  bacilli  that  are  fatal  to  sheep. 

Blood-bacilli  exposed  to  a  temperature  of  55°  C.  or  to  a 
solution  of  i  to  1  per  cent,  of  carbolic  acid,  lose  their  virulence 
(Toussaint).  Chauveau  found  that  exposure  to  a  temperature 
of  52°  C.  for  fifteen  minutes,  or  of  50°  C.  for  twenty  minutes, 
destroys  the  virulence  of  the  blood-bacilli.  Pasteur  ^  ascer- 
tained that  by  cultivating  blood-bacilli  in  chicken-broth  at 
42° — 43°  C.  they  lose  their  virulence  after  twenty  days'  culti- 
vation, not  as  Pasteur  thinks  owing  to  the  action  of  oxygen, 
but  owing  to  the  high  temperature  ;  and  when  such  bacilli 
are  injected  into  sheep  and  cattle  they  do  not  kill  though  they 
induce  sometimes  a  slight  illness.  After  this  illness  has 
passed  off,  the  animals  are  protected  against  virulent  anthrax. 
But  with  reference  to  this  "  vaccination,"  it  must  be  borne 
in  mind  that  twenty  days'  cultivation  of  blood-bacilli  at 
42== —43°  C.  does  not  alwaj^'s  yield  attenuated  virus,^  and  also 
that  sheep  and  cattle  not  killed  by  inoculation  of  attenuated 
virus  i^roduced  by  Pasteur's  method  *  or  by  other  means  (see 
below),  although  Ihey  are  protected  against  virulent  anthrax, 
remain  so  only  for  a  limited  time,  probably  about  nine 
months. 

In  all  these  experiments  with  the  anthrax -bacillus  it  is 
necessary  to  bear  in  mind  that  by  passing  the  bacilli  through 
different  species  of  animals  they  become  endowed  with 
different  qualities,  and  that  bacilli  which  are  fatal  to  some 
are  not  fatal  to  all  animals.  While,  for  instance,  the  blood- 
bacillus  of  sheep  or  cattle  dead  of  anthrax  invariably  produces 
death  when  inoculated  into  sheep  or  cattle,  after  passing 

•  Klein  Bepovts  of  the  Medical  Offlccr  of  the  Local  Gnrernment  Board,  ISSl. 
"  Comptcs  EcndKs,  ISSl;  Transactions  of  the  International  Medical  Congress 

in  London,  IHSl,  vol.  i.  j  -n      j  -i^co 

3  mein 'Eeports  of  the  Medical  Officer  of  the  Local  Government  Boaul  iss.. 

4  Pasteur  thinks  tlmt  sucli  ciiltnres  remain  free  of  spores  bccaii.<!C  of  the  tcm- 
pcratnre  of  42°-43°  C. :  but  tliis  is  not  so,  as  has  been  pointed  out  above  ;  the 
statement  only  lioUls  good  so  loug  as  the  bacilli  are  prevented  from  growing  on 
the  surface. 
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through  white  mice  ^  it  loses  this  virulence  for  sheep  and 
cattle.  The  blood  of  white  mice  dead  of  anthrax  does  not 
kill  sheep  ;  it  produces  only  a  transitory  illness  and  the 
animals  are,  for  a  time  at  least,  protected  against  virulent 


Fio.  82.— From  a  Section  throuoh  the  Kidney  of  a  R,\ebit  dead  of 
Anthrax. 

The  ca,pillarie.s  of  the  cortex  are  naturaUy  injected  with  the  Bacillus  authvacis. 

1.  A  gIomenih;s. 

2.  Capillaries  surrounding  the  convoluted  uriniferous  tubules  not  shown  here 

Magnifying  power  450.    (Spiller's  purple.) 

anthrax.  The  blood  of  guinea-pigs  dead  of  anthrax  produces 
illnes.?,  sometimes  death,  in  cattle,  but  as  a  rule  does  not  kill 
(Sanderson  and  Duguid),  and  the  blood  of  the  biscachia  of 

'  Klein,  Rcvorls  of  Ike  Medical  Officer  of  the  Local  Govenimeni  Board,  1SS2. 
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South  America  does  not  kill  cattle,  while  it  gives  them  a 
transitory  illness,  and  after  this  immunity  for  a  time.'  Again, 
Pasteur's  "  vaccine,"  which  as  a  rule  (but  not  without  excep- 
tion) does  not  kUl  sheep  or  cattle,  is  fatal  to  rodents.'-^  From 
all  tills  it  follows  that  as  regards  virulence  the  bacilli  an- 
thracis  differ  in  the  different  species  of  animals,  and  in  them 
acc[uire  different  qualities.  A  culture  that  does  not  kill  mice, 
such  as  an  artificial  culture  of  blood-bacillus  after  one  or  two 
weeks'  incubation  at  20' — 35°  C,  or  a  culture  that  for  other 
reasouS;  as  when  attenuated  by  heat  or  antiseptics,  does  not 
produce  fatal  anthrax  iu  guinea-pigs,  fails  to  give  to  these 
animals  any  immunity  whatever.  Rodents,  so  far  as  my  ex- 
perience goes,  either  clie  of  inoculation  with  anthrax-bacilli  or 
they  do  not  die ;  but  they  cannot  be  provided  with  immunity 
by  any  attenuated  virus. 

Koch  3  maintains  that  in  neutral  chicken-broth  the  bacilli 
growing  at  42°  C.  lose  their  virulence  in  thirty  days,  and  at 
43°  C.  in  six  days,  first  for  rabbits,  then  for  guinea-pigs,  and 
lastly  for  mice.  I  am  quite  sure  from  my  own  observations, 
that  these  results  are  not  uniformdy  obtained,  since  I  have  seen 
anthrnx-bacilli  very  virulent  both  for  rabbits  and  guinea-pigs 
even  after  growing  for  thirty-six  days  at  42°'5  C. 

Bacillus  anthracis  is  capable,  as  we  have  seen,  of  growing 
well  outside  the  body,  and,  when  well  supplied  with  oxygen 
from  the  air,  of  forming  spores  which  represent  the  permanent 
seeds.  Thus  if  animals,  such  as  sheep  and  cattle,  die  of  an- 
thrax in  a  field,  the  bacilli  of  the  eftusions  from  such  animals 
{e.g.  urine,  blood,  efHuvia  from  the  mouth  and  nostrils)  always 
contain  numbers  of  the  bacilli,  and  these  will  be  able  to  grow 
indefinitely  on  the  surface  of  the  soil,  there  being_  always 
present  a  large  amount  of  suitable  nourishing  material,  like 
vegetable  and  animal  decaying  matter,  and  as  free  access  of 
air  is  always  insured  they  Avill  eventually  form  spores.  Such 
soils,  owing  to  the  presence  of  these  spores,  will  remain  a 
permanent  source  of  infection  to  sheep  and  cattle  sojourning 
on  them  (Koch). 

(m)  Bacillus  tuberculosis  (Koch).— In  all  cases  of  tubercu- 
losis in  man,  cattle  (Perlsucht)  and  monkeys,  of  tuberculosis 


'  Boy,  Wn(m-c,  December,  1SS3.  ,  ,  ,„  j  tcm 

2  Klein,  Eaiorts  of  the  Medical  Officer  of  the  Local  aoveriunent  Boaid,  1SS2. 
Similar  results  have  been  obtained  by  (iiimiy  (Mitthcil.  a.  d.  Ic.  GesundhotMinte, 
1882). 

3  Ueber  d  Mlilzhi-andimi} f una,  1SS2.  ,      .    .,     ,      i.  j.  * 
Siwes  of  bacillus  antlu-ucis  stand  heating  to  100°  C.  in  the  dry  state  for  over 

an  hour  without  bein-  lulled  ;  iu  the  moist  state,  e.g.  exposed  to  steam  at  100 
0.,  they  are  killed  after  16  minutes'  exposure  (Koch). 
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artificially  produced  (by  inoculation  with  human  or  bovine 
tuberculous  matter)  in  cats,  guinea-pigs,  rabbits,  and  rat.s, 
and  in  spontaneous  tuberculosis  in  birds  (hens),  Koch  ^ 
found  in  the  fresh  state,  and  particularly  after  staining  with 
methylene-blue  and  vesuvin,  peculiar  fine  bacilli,  some  with 
bright  oval  spores,  some  without,  some  smooth  and  homogene- 
ous-looking, others  more  of  a  beaded  appearance.  One  cubic 
centimetre  of  a  concentrated  alcoholic  solution  of  methylene- 
bhie  is  mixed  with  200  ccm.  of  distilled  water ;  to  this  are 
added  two  ccm.  of  a  ten  per  cent,  solution  of  caustic  potash. 
In  this  solution  the  fresh  or  hardened  sections  or  particles  of 
tubercles  are  kept  for  half  an  hour  if  heated  up  to  40°  C,  or 


Fig.  83.— From  a  Preparation  op  Human  Tuberculous  Sputum,  stained 

AFTER  THE  EhRLICH-WeIGERT  METHOD. 

The  nuclei  are  stained  blue,  the  tuberole-tiacilll  ijink.    Magnifying  power  700. 

for  twenty-four  hours  if  not  heated.  After  this  the  prepara- 
tion is  stained  for  two  minutes  in  a  filtered  concentrated 
watery  solution  of  vesuvin,  then  washed  in  distilled  water. 
On  examination  with  a  xV  oil-immersion  lens  and  Abba's  con- 
denser, it  will  be  found  that  all  the  elements  are  stained 
brown  with  vesuvin  except  the  bacilli,  which  are  blue.  A  still 
more  successful  and  more  delicate  reaction  is  shown  by  the 

'  Berliner  IcUn.  Woehenschrift,  xv.  18S2. 
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bacilli  if  the  preparation  is  stained  after  Elirlicli's  nietlioJ. 
About  5  ccm.  of  pure  anilin  (auilin  oil)  are  well  mixed  with 
100  ccm.  of  distilled  water  and  filtered  ;  to  this  is  added  a 
saturated  alcoholic  solution  of  fuchsin,  and  with  tliis  the  pre- 
paration is  stained  for  a  quarter  to  half  an  hour.  It  is  then 
washed  for  a  few  seconds  in  a  mixture  of  one  part  of  nitric 
acid  and  two  parts  of  water,  and  then  is  well  washed  in 
distilled  water.  The  preparation  when  now  examined 
shows  no  trace  of  colour  except  in  the  tubercle-bacilli,  which 
retain  the  red  colour  of  the  fuchsin.  The  tissue  may  now  be 
stained  either  with  vesuvin  or  methylene-blue,  which  makes 
the  groundwork  bro^vn  or  blue,  but  the  bacilli  remaiu  red. 
This  reaction  after  washing  with  nitric  acid  is  exceedingly 
delicate,  and  is  perfectly  characteristic  and  trustworthy,  as  all 
putrefactive  organisms  become  discoloured  by  the  washing 
with  nitric  acid,  the  tubercle-bacilli  only  retaining  the  colour. 
Tliere  are  other  methods  which  are  very  good  ;  those  of  Wei- 
gert  and  of  Gibbes  ^  are  very  quick  and  trustworthy  in  their 
action. 

Weigert  has  devised  a  staining  fluid  wluch  gives  very  beau- 
tiful results  and  is  very  useful  for  staining  sections,  fresh  or 
hardened  ;  it  is  as  follows  : — Take  of  a  two  per  cent,  watery 
solution  of  gentian- violet  12  ccm.,  and  of  a  saturated  watery 
solution  of  anilin  oil  100  ccm.  Mix.  This  is  used  like  an 
ordinary  staining-fluid  for  the  first  stain.  For  the  second  or 
contrast  stain  the  following  solution  is  used  :— 

Bismarck  brown  1  gramme. 

Spiritus  vini  rectificati  (sp.  gr.  -830)      .      10  ccm. 
Distilled  water  100  ccm. 

The  sections  remain  in  a  few  drops  of  this  solution  for  fifteen 
minutes.  This  method  yields  the  finest  specimens  of  tubercle- 
bacilli  ia  sections  through  tuberculous  growths  that  I  have 
seen  ;  unfortunately  the  colour  of  the  bacilli  is  very  liable 
to  fade. 

In  the  case  of  tuberculous  sputum,  or  similar  matter,  a 
small  droplet  or  particle  is  spread  out  in  a  thin  layer  on  the 
cover-glass,  well  dried  bypassing  it  over  the  gas-flame  of  a 
Bnnsen  burner,  and  then  stained  in  the  way  described  in 
Chapter  I.  Sections  of  tubercles,  fresh  or  hardened,  are 
stained  without  first  drying. 

In  all  cases  of  human  tuberculosis,  particularly  in  the  spu- 
tum, in  caseating  scrofulous  glands,  in  bovine  tubercles,  in 
artificially-induced  tubercles  and  caseating  glands  of  rodents, 
'  Lancet,  August  6,  1SS3. 
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the  tubercle-bacilli  have  been  shown  to  exist.  They  are  most 
numerously  found  in  the  caseous  masses  in  the  lung  found  in 


Fig.  84.— From  a  Prepar.\tion  of  CAqmii^  ™  t. 

Magnifying  power  700. 


glant-ceUs  and  two  small  cells  containing  tubercle-bnoiUi 
Magnifying  power  700. 


bovine  tuberculosis.  Here  Koch  found  them  not  only  scattered 
through  the  caseous  masses,  but  also  in  the  well-known  giant- 
cells  ;  m  some  cases  they  form  a  more  or  less  regular  zone  in 
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the  peripheral  portion  of  tlie  cell.  But  according  to  Koch  the 
bacilli  by  and  by  disappear  again  from  the  giant-cells. 

The  bacilli  do  not  show  any  motility  and  often  include 
spores ;  they  are  thus  capable  of  forming  spores  within  the 
body.  Owing  to  these  spores,  human  phthisical  sputum  re- 
tains its  virulence  even  after  drying  for  considerable  periods. 
Koch  cultivated  the  bacilli  artificially,  i.e.  outside  the  body, 
and  by  carrying  on  the  cultivation  for  several  successive  trans- 
missions succeeded  in  isolating  and  clearing  them  from  the 
tuberculous  tissue.  These  pm-e  bacilli,  no  matter  how  many 
times  they  have  been  transferred,  no  matter  how  far  removed 
from  their  original  breeding-ground,  always  produced  the  cha- 
racteristic disease  when  inoculated  into  suitable  animals.  The 
cultivation  succeeded  equally  with  material  derived  from 
human  tubercles,  from  bovine  tubercles,  and  from  the  artifici- 
ally-induced tuberculosis  of  guinea-pigs.  The  bacilli  grow 
well  at  a  temperature  varying  between  37"  and  39°  C.  in  solid 
serum,  Agar-Agar  peptone  mixture,  and  solidified  hydrocele 
fluid.^  (See  Chapter  II.)  An  incision  is  made  into  a  tubercle 
with  clean  (overheated)  scissors,  and  a  particle  of  a  tubercle  is 
taken  up  with  the  point  of  a  clean  (overheated)  needle  and 
deposited  on  the  top  of  one  of  these  sterile  solid  media  kept 
in  a  test-tube  plugged  with  sterile  cotton- wool.  After  keeping 
it  for  ten  days  to  a  fortnight  in  the  incubator  at  37° — 39°  C. 
the  first  traces  of  growth  make  their  appearance  in  the  shape  of 
small  dry  whitish  scales,  which  gradually  increase  in  size  until 
they  coalesce.  These  scales  are  made  up  of  the  typical  tubercle- 
baciUi  lying  closely  side  by  side  ;  some  of  the  bacilli  are 
longer,  others  shorter,  and  many  of  them  have  spores.  New 
cultures  may  be  established  from  these  bacilli.  Inoculation 
with  them  or  with  further  cultivations  into  the  subcutaneous 
tissue,  peritoneal  or  pleural  cavity  of  guinea-pigs  and  rabbits, 
produces  after  three,  four,  or  more  weeks,  the  typical  lesions 
characteristic  of  artificial  tuberculosis  ;  namely,  swollen  lym- 
phatic glands  near  the  seat  of  inoculation,  with  subsequent 
caseation  and  ulceration ;  enlargement  of  the  spleen  due  to 
numerous  whitish  tubercles,  the  larger  ones  caseous  ;  enlarge- 
ment of  the  liver,  which  is  mottled  by  the  presence  of  uni- 
formly distril  ited  whitish  points  and  streaks,  which  by  and  by 
become  confluent  and  caseous  ;  tuberculosis  of  the  peritoneum  ; 
isolated  tubercles  in  the  lungs,  at  first  grey  and  transparent, 


■  Solidified  hydrocele  fluid  lins  been  siiccessfully  used  for  tl.e  cultWatiOT 
tlie  tubercle-bacilli,  not  by  Kocli,  but  by  uiy  friend  Mr  Mnltms  of  St.  Thomas  s 
Hospital. 
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then  casealing  in  the  centre  ;  enlargement  and  subsequent 
caceation  of  the  bronchial  glands. 

Owing  to  the  fact  tli.it  the  tubercle-bacilli  require  for  their  growtli  high 
temperatures  (3S°— 40°C.),  it  is  evident  tliat,  unlike  some  other  pathogenic 
organisjus,  they  do  not  tlu-ive  in  the  outside  world  in  temperate  climates. 

Inoculation  with,  the  jnire  bacilli  into  the  anterior  chamber 
of  the  eye  of  rabbits  and  guinea-pigs  produces  the  character- 
istic tuberculosis  described  by  Cohnheim  and  Salomonsen. 
After  an  incubation  of  from  two  to  three  weeks  there  appears 
on  the  iris  a  crop  of  minute  grey  tubercles  enlarging  and 
undergoing  caseous  degeneration.    Later  on  general  tubercu- 
losis of  the  eyeball  and  other  organs  follows.    So  that  Cohn- 
heim's  assertion,  that  only  tuberculous  matter  implanted  into 
the  anterior  chamber  of  the  eye  can  produce  this  outbreak  of 
a  crop  of  tubercles  on  the  iris,  is,  by  Koch's  observations, 
strengthened  in  the  highest  degree  ;  the  tubercle-bacilli  present 
in,  and  characteristic  of,  true  tubercles  are  thus  manifestly 
connected  with  the  real  cause  of  the  morbid  growth.    A  lar^e 
number  of  pathologists  have,  since  the  publication  of  Koch's 
paper,  devoted  themselves  to  various  parts  of  this  question  of 
the  relationship  of  the  tubercle-bacilli  to  the  tuberculous 
process,  and  have,  with  few  exceptions,  verified  Koch's  obser- 
vations.   The  chief  opposition,  leaving  out  of  account  those 
who,  either  from  imperfect  technical  skill  in  the  manipulation 
and  stammg  of  the  bacilli,  or  by  reason  of  the  inadequate 
number  ot  their  observations,  have  denied  Koch's  statements 
comes  mamly  from  observers  who,  like  Toussaint,  Klebs,  and 
bchuller,  maintain  that  tuberculosis  is  due  to  a  micro-oro-anism 
•which  13  a  micrococcus  and  not  a  bacillus,  or  who,  like  "Schot- 
telius  and  others,  do  not  admit  that  human  and  bovine  tuber- 
culosis are  the  same,  and  are,  therefore,  not  interchano'eable 
which  they  ought  to  be  if  in  both  the  same  bacillus  occurs,  and 
It  this  bacillus  is  the  vera  causa  morbi.    But  there  can  be  no 
doubt  that  a  vast  number  of  competent  observers  have  fuUv 
venfied  Koch  s  dictum,  that  the  tubercle-baciUi  are  specific  and 
d  fterent  from  other  bacilli,  except  those  of  leprosy,  as  regards 
their  chemical  nature  (compare  their  behaviour  to  nitric  acid)  • 
and  that  wherever  they  are  present  in  the  sputum  we  have  to 
leal  with  real  tuberculosis,  wherever  after  repeated  examina- 

This  has  by  this  time,_  although  not  much  more  than  a  couple 
years  has  elapsed  smce  Koch's  first  publication,  become^n 
the  hands  of  all  competent  workers  a  matter  of  daily  practical 
tl??i'n/°'''  ^P^'^i'^lly  regards  the  examination  for  LciUi  of 
the  sputum  of  patients  suspected  of  tuberculosis 


124 


MICRO-ORGANISMS  AND  DISEASE.  [chap. 


The  other  equally  important  part  of  Koch's  discovery, 
namely,  the  artificial  cultivation  of  the  tubercle-bacilli  and 
the  production  with  them  of  tuberculosis,  has  also  been 
verified  by  Weichselbaum.^  Weichselbaum  also  ascertained  ^ 
that  in  acute  miliary  tuberculosis  of  man  the  blood  contains 
the  bacilli. 

An  important  series  of  observations  was  published  by 
Mr.  Watson.  Cheyne  in  the  Practitioner  for  April  1883,  in 
which  he  proved,  (1)  That  the  organs  of  rabbits  and  guinea- 


Fia  86  —From  a  Section  through  a  Tubercle  of  the  Lung  from  a 
Case  of  Acute  Miliary  Tuberculosis  in  a  Child. 
Several  alveoli  are  seen  filled  with  deljris  ;  in  the  centre  of  tliis  ai-e  numerous 
nuclei,  and  amongst  tliem  the  tubercle- hacilli.  Magnifying  power  about  3d0. 

pio-s  suftering  from  the  tuberculosis  induced  by  Toussaint's 
cultivations  from  the  blood  of  tuberculous  animals,  whicli 
cultivations  Toussaint  considered  to  be  those  of  micrococci, 
turned  out,  on  careful  microscopic  exammation  and  suitable 
staining,  to  contain  the  typical  tubercle-bacilli;  (2)  ihat 
inoculations  with  cultures  of  Toussaint's  pure  inicrococci_  not 
containing  any  tubercle-bacilU  did  not  produce  tuberculosis  in 
animals  ;  (3)  That  Koch's  assertions  as  regards  tlie  constant 
occurrence  of  the  tubercle-bacilli  in  tlie  tubercles  of  animals 


Wiener  med.  Blullcr,  ISSS. 


■'  Ibid.  10,  1SS4. 
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artificially  tuberculised  are  quite  correct ;  (4)  That  material 
other  than  tuberculous  does  not  produce  tuberculosis,  that  is 
to  say,  that  the  cases  of  artificial  tuberculosis  in  guinea-pigs 
observed  by  Wilson  Fox  and  Burdon  Sanderson,  and  in  the 
older  experiments  of  Cohnheim  and  Fraenkel,  viz.  those  in 
which  chronic  inflammation  and  caseation  (i.e.  artificial 
tuberculosis)  was  thought  to  have  been  induced  by  other  than 
tuberculous  matter,  e.g.  by  non-tuberculous  caseous  matter, 
setons,  indifferent  substances  like  bits  of  gutta-percha  inserted 
into  the  peritoneal  cavity,  &c.,  were  really  due  to  accidental 
contamination  with  tuberculous  material. 

According  to  my  own  experience  extending  over  a  very 
large  number  of  cases  of  human  miliary  tuberciilosis  and 
tuberculosis  of  cattle,  I  cannot  for  a  moment  accept  the 
statement  that  the  bacilli  found  in  the  two  afi^ections  are 
identical  ;  for  I  find  that  in  the  two  diseases  their  morpho- 
logical characters  and  distribution  are  very  difi"erent.  The 
bacilli  of  human  tuberculosis  are  conspicuously  larger  than 
those  of  the  tuberculosis  of  cattle,  and  in  many  instances 
more  regularly  granular.  As  is  seen  in  Figs.  83-85,  those 
of  human  sputum  are  nearly  half,  or  at  least  one-third,  as 
large  again  as  those  of  the  caseous  masses  from  the  lungs  of 
cattle. 

The  bacilli  in  the  tuberculous  deposits  of  cattle  are  always 
contained  iu  the  cells  ;  the  larger  the  cell  the  more  numerous 
the  bacilli.  This  fact  comes  out  very  strikingly  in  thin  and 
well-stained  sections.  Around  many  of  the  smaller  and  larger 
clumps  of  bacilli  the  cell-outline  is  stUl  recognisable,  and  when 
the  cell  disintegrates,  as  it  does  sooner  or  later,  the  bacilli 
become  free  in  groups  ;  in  this  respect  there  exists  a  remarkable 
similarity  between  leprosy  and  bovine  tuberculosis.  But  in 
the  human  tubercles  the  bacilli  are  always  scattered  between 
the  cells. 

I  cannot  agree  with  Koch,  "Watson  Cheyne,  and  others,  who 
maintain  that  each  tubercle  owes  its  origin  to  the  immigration 
of  the  bacilli,  for  there  is  no  difficulty  in  ascertaining  that  in 
human  tuberculosis,  in  tuberculosis  of  cattle,  and  in  artificiallv 
induced  tuberculosis  of  guinea-pigs  and  rabbits,  there  are  met 
with  tubercles  in  various  stages— young  and  adult— in  which 
no  trace  of  a  bacillus  is  to  be  found';  whereas  in  the  same 
section  cheesy  tubercles  may  be  present  containing  numbers  of 
tubercle-ljacilli. 

fScliuchardt  and  Krause  i  have  found  tubercle-bacilli,  though 

'  ForhchrUU:  d.  Med.  9,  1883. 
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sparingly,  in  fungoid  and  scrofulous  inflammations  ;  Demme  i 
and  Doutrelepont  ^  found  the  tubercle-bacilli  also  in  tbe  tissue 
ot  lupus.  But  the  bacilK  occurring  in  the  lupus-tissue,  as 
far  as  I  am  able  to  see,  are  morphologically  different  from 'the 
tubercle  bacilli.    In  a  preparation  made  of  the  juice  of  lupus- 


■  « 


Fig.  87. — Fkom  a  Section  through  the  Kidney  of  Rabbit  dead  of 
Artificial  Tuberculosis. 

a.  Blood-vessel  filled  witli  caseons  matter,  and  in  it  niimerouB  tuljercle-bacilli 

b.  Nuclei  of  cells  of  the  tuberculous  new  growth. 

c.  Capillary  vessel  in  cross  section. 

Magnifying  power  TOO. 


tissue,  large  transparent  cells  with  several  nuclei  are  found, 
in  the  cell- substance  of  which  are  noticed  groups  of  thickish, 
short  bacilli,  thicker  and  shorter  than  tubercle-bacilli.  These 
bacilli  are  either  placed  singly  or  in  chains  of  two. 

Tlie  so-called  Bacillus  of  Cholera. — In  tlio  reports  from  India  by  Dr.  Koch,  ns 
the  head  of  the  German  Commission  sent  to  investigate  the  recent  outbreak  of 
cholera  in  Bgyjit,  we  notice  tliat,  like  the  French  Commission,  tliey  failed  to 
communicate  the  disease  to  animals;  that  the  German  Commission  failed  to 
discover  any  specific  organism  in  the  I)lood  of  patients  suffering  from  cholera  ; 
that  the  intestines  contained  in  their  cavity  and  wall  numerous  peculiar 
"  comma-shaped"  bacilli,  whicli  Koch  considers  to  luive  a  special  relation  to 


'  Berliner  IcVn.  Woch  15,  1SS3. 

"  Motiatshefte  /.  innctischc  Dcrmatologie,  6,  1883. 
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FlO.  88.-FROM  THE  SAME  KlDNEY  AS  JN  PRECEDINO  FIGURE 

t.  hoTJ'^ZT"  tubcrcl'e-l.cilli 
c   Niiclei  of  the  tutierciilons  new  growth 
a.  A  Malpighian  corpuscle. 

Mngnifying  power  about  500. 


Fig.  89.-FROM  the  Juice  of  Lurus-Tiasun;  prepared  after  the  Rnni, 
WE.OERT  method  oe  Dryinq  a  thik  Layer  on  a  Coveu-qlIJ. 
Magnifying  power  about  700 
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tlie  disease.  Consitlering  the  state  of  tlie  intestine  in  this  difease,  the  presence  of 
tlie  bacilli,  however  peculiar,  in  its  wall  is  in  itself  not  convincing  proof  of  their 
speciflo  nature.  Considering  also  that  animals  are  as  yet  found  insusceptible  to 
cholera,  artificial  cultivations  of  tliese  bacilli,  successfully  accomplished  by 
Koch,  cannot  be  tested. 

From  the  artificial  cultivations  of  these  comnia-shapod  bacilli,  Koch  learned 
that  it  is  necessaiy  that  the  nourishing  medium  should  have  an  alkaline  reac- 
tion, and  that  the  bacilli  are-  easily  killed  by  drying.  Koch  found  these 
comma-shaped  bacilli  in  linen  soiled  with  the  cholera  dejecta,  also  in  the  water 
of  a  tank  that  had  produced  cholera  in  several  people  who  had  partaken  of  it. 
As  soon  as  the  bacilli  disappeared  fi-om  this  water  cholera  cases  ceased. 

My  friend  Mr.  A.  Lingard  has  placed  at  my  disposal  sections  through  tlie 
human  intestine  from  cases  of  dysentery  ;  there  are  seen  in  the  superficial  parts 
of  the  necrosed  mucous  membrane  large  numbers  of  putrefactive  bacilli.  In 


p,o  90.— From  a  Section  throuoh  the  Mucous  Membrane  of  the  Intfsttne 
OF  A  Tatient  dead  of  Dysentery. 

A  number  of  blood  discs  (extravasated  into  the  tissue  of  the  mucous  membrane) 
and  between  them  long  thin  bacilli. 
Magnifying  power  700.   (Stained  with  methyl-blue. 


some  cases,  however,  in  the  depth  of  the  tissue  there  are  found,  amongst  the 
extravasated  blood-coi-puscles,  numbers  of  very  flno,  long,  straight,  or  mo  e 
commonly  curved,  baSilli  and  bacillus  filaments ;  some  are  distinctly  made 
up  of  a  chain  of  long  bacilli.    They  stain  well  and  conspicuously  in  metliyl- 


blug. 
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VIBRIO. 


Fra.  91.— ViBiiio  RuGULA 
(after  Cohn). 


Fro.  D2.— Vibrio  SEnPENs 

ISOLATED  (after  CoHN).  ' 


sukstances,  am  often  tovZ  cont;  Putrefying  organic 

interlacing  in  aU  c  irectus  ""lividuals 
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(b)  Vibrio  aerjiem. — This  is  also  a  septic  organism,  much 
tliinner  and  longer  than  the  previous  one,  more  wavy,  as  a 


Fio.  93.— Vibrio  Serpens  in  swarms  (after  Cohn). 

rule,  curved  into  a  single  or  double  wave.  The  length  varies 
between  O'Oll  and  0'025mm.  It  is  motile  ;  and  also  forms 
continuous  masses,  the  individuals  interlacing  in  all  direc- 
tions. 

Note. — Many  of  tlic  longer  pathogenic  bacilli,  as  bacillus  of  anthrax,  of 
symptomatic  charbon,  of  tubercle,  of  ulcerative  stomatitis,  &c.,  often  present 
tlieinselvcs  in  forms  closely  resembling  vibriones. 
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SPIROBACTERIUM  {Spirillum). 

to  thd"iw  Sw °^ "  'r^^  ^'^'-^p*^'  °^"ng 


r.o.!,...-SP,R„xuM  Tenuk,  (1)  s.soLv  AND  (2)  IN  .sw.nws  (.PTKU  Cohn). 


Occasionally  the  spirilla  grow  to  a  great  length-two  three 
fom,  wluch  m  reality  is  not  a  special  kind  of  TpiriThun, 
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called  by  Colin  ^  spirocTioita  plicatilis.  The  spirillum  found 
in  the  tartar  of  the  teeth  is  of  this  form,  spirochceta  denlicula. 
But  there  exist  all  intermediate  forms  between  a  single 
spirillmn  tenne  and  a  spirochseta.  In  stained  specimens  the 
construction  of  the  spirochseta  from  several  spirilla  tenua  is 
very  distinct. 

{h)  Spirillum  undula  is  much  thicker  and  shorter  than  the 
former  ;  there  are  all  forms  between  such  as  are  only  half  a 


Fio  95 —Spirilmim  Undula  Fiq.  90. -Spirillum  Volutans 

(after  Cohn).  (aiter  Coiin). 

turn  to  such  as  are  of  a  whole  turn  of  a  .spiral.  It  is  motile 
and  forms  chains  of  two  or  more  elements,  occurring  also 
in  continuous  masses,  occasionally  held  together  by  a  hj^aline 
interstitial  substance.  _ 

(c)  Spirillum  volutans.— These  organisms  are  giant  spirilla  ; 
lon<T  and  thick,  with  granular  protoplasm  ;  0  025  lo  0  03  mm. 
long  ;  motile,  and  with  a  flagelluni  at  each  end. 

'  Beitriige  ztir  Biologic  <i.  P/lanzen,  vol,  ii. 
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2.  Pigment  spirilla. 

(«)  I  have  seen  on  paste  a  spirillum,  morphologically  identical 
with  spirillum  undula  ;  it  is  of  a  pale  pink  or  rosy  colour.^ 
It  is  motile,  and  forms  a  kind  of  zooglcea,  the  individuals  being 
closely  placed  and  therefore  producing  a  rosy  colour  of  a  more 


Fw.  97.— Blood  ok  Relapsing  Fever  (Human). 
Bloort-(Tnr|niscles  ami  spirilla  Obermeyeri. 
Maguifyiug  power  700.    (After  Koch.) 


decided  tint.  Where  tliey  form  continuous  masses,  the  naked 
eye  can  detect  the  rosy  tint. 

{b)  i^pirillum  Hcinrjuineum  (OphidomonaK  smiguinea  Ehren- 
berg).— Tins  was  observed  by  Cohn  and  Warming  ^  in  pond- 
water.  Morphologically  it  is  identical  with  .spirillum  volutans. 

SCTies*^"  ""^  Spirillum,"  Quar.  Jouni.  of  ilicr.  Set.,  vol.  xv.  New 

"  Beitr.  z.  Biol.  d.  Pflaiucn,  vol.  i. 
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It  is  motile,  with  a  flagellura  eitlier  at  one  or  both  ends  ; 
Warming  occasionally  saw  two  and  three  flagella  at  one  end. 
It  is  about  0-003  mm.  thick  ;  all  forms  occur  between  such  as 
have  half  and  such  as  have  two  and  a  half  turns  of  a  spiral. 
Lankester  also  saw  the  same  kind  of  organism  amongst  his 
X^each- coloured  bacteria.-^ 

3.  Pathogenic  spirilla. 

Spirillum  Obermeyeri  (of  relapsing  fever)  is  morphologically 
identical  with  spirillum  tenue  (or  spirochseta  plicatilis  of  Cohn). 


Vm  98-Elood  of  Ai'E  Inoculated  witu  Blood  shown  in  pbecedinc 
■  Figure. 

Blood-ci'vpusclcs  and  spirilla. 
Maguifyiug  powei-  700.    (After  Koch.) 

It  was  discovered  in  great  numbers  by  Obermeyer  ^  in  the 
blood  of  the  general  circulation  m  patients  suflermg  from 

•  Quarterly  Journ.  of  Uicr.  Science,  vol.  xiii.    New  Series. 
»  Cenlralbl.f.  mcd.  IKiss.  10,  ISiJ. 
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relapsing  fever.  The  spirilla  disappear  from  the  blood  during 
the  non-febrile  stages,  gradually  decreasing  in  numbers.  They 
are  motile  ;  they  come  out  well  in  specimens  of  blood  made 
after  the  Weigert-Koch  method  of  drjang  the  blood  in  a  very 
thin  layer,  and  then  staining  with  methyl-violet  or  Bismarck- 
brown,  i  H.  V.  Carter-  succeeded  in  producing  relapsing 
fever  in  monkeys  by  inoculation  with  human  blood  containing 
the  spirillum  Obermeyeri.  The  blood  in  the  monkey  contained 
the  same  spirilla  in  great  numbers.  Koch  has  cultivated  arti- 
ficially the  spirilla  Obermeyeri,  and  saw  them  growing  into 
long  spiral  tlu'eads.^ 

'  Weigert,  Deutsche  med.  Wocli.  1576  ;  Heydenreich,  Berlin,  1877. 
^  Lancet,  1879,  vol.  i.  y.  84  ;  and  ISSO,  vol.  i.  p.  6C2. 
3  Deutsche  med.  fl'och.  19,  1879. 
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YEAST  FUNGI  :  TOBULACEiE,  8ACCHAR0MTCES. 

YuAST,  forula  (Pasteur),  or  saccharomyces,  is  not  a  bac- 
terium, but  belongs  to  an  altogether  different  order  of  fungi 
— the  Blastomycetes.  It  consists  of  spherical  or  oval  cells, 
very  much  larger  than  the  largest  micrococci,  and  as  in  the 
case  of  these  each  cell  consists  of  a  membrane  and  contents. 
The  contents  are  either  homogeneous  or  finely  granular  pro- 
toplasm ;  in  the  latter  case  there  are  generally  present  one, 
two,  or  more  small  vacuoles. 

There  are  a  great  many  species  of  Tonda,  varying  from  one 
another  morphologically  chiefly  in  their  size,  and  physio- 
logically by  their  action  on  various  fluids  (see  below). 

The  cells  multiply  in  suitable  media  by  gemmation,  a  minute 
knob-like  projection  appearing  at  one  side  of  the  cell,  and 
enlarging  till  it  reaches  nearly  the  size  of  the  original  or 
mother-cell.  It  finally  becomes  altogether  constricted  off 
from  this  latter,  or  having  reached  its  full  size  remains  fixed 
to  the  mother-cell,  and  each  cell  again  producing  by  gemmation 
a  new  cell.  In  this  way  aggregations  of  four,  six,  eight,  or 
more  cells  are  formed,  which  may  be  arranged  either  as  a  chain 
when  the  production  proceeds  in  a  linear  maimer,  or  as  a 
group  if  the  gemmation  takes  place  laterally. 

Under  varying  conditions  of  growth,  e.g.  on  transplanting 
ordinary  yeast  growing  in  sugar-containing  fluids  on  to  potato, 
but  sometimes  also  in  the  same  nutritive  fluid,  it  is  observed 
that  some  of  the  yeast  cells  enlarge  twice,  thi-ice,  and  more 
times  ;  they  then  form  in  their  interior  two,  three,  or  more 
small  cells  by  endogenous  formation  ;  these  new  cells  are 
regarded  as  spores     the  mother-cell  being  an  ascos^ore— and 

■  T.  de  Seyuos,  Complex  Rendus,  1S66  ;  Bees,  Bot.  ZeiUchr.  1809;  Hansen, 
Carlaberg  Laborat.  18S3. 
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become  free  by  finally  bursting  the  membrane  of  the  mother- 
cell.  On  sowing  these  new  cells  into  sngar-containing  fluids 
they  multiply  by  the  process  of  gemmation. 

Classifying  them  according  to  "physiological  function  there 
are  various  species  of  torula  or  saccharomyces.  They  all  have 
the  power  to  split  up  sugar  into  alcohol  and  carbonic  acid,  but 
this  power  is  not  possessed  by  all  to  the  same  degree. 


Fio.  90.— ToROLA,  OR  Saccharomyces. 
lu  the  lower  part  of  the  figure  an  a.scospore  and  four  isolated  spores  (after 
Bees)  are  sliown. 
Magnifying  power  about  700. 

(a)  SaccJiaromyees  cerevisice  (torula  cerevisice).  This  is  the 
ordmary  yeast  used  in  the  production  of  beer.  The  individual 
tuil-grown  cells  vary  in  diameter  from  0-008  to  0  01  mm  • 
they  form  beautiful  long  chains.    They  produce  ascospores.  ' 

haccharomyccs  vmi  is  very  common  in  the  air,  and  pro- 
duces alcoholic  fermentation  of  grape-juice  ;  it  is  therefore  the 
proper  yeast  of  wine-production.  Its  cells  arc  elliptical,  slightly 
smaller  than  the  former  ;  it  forms  ascospores.  '    f  J' 

_  (c)  Saccharomyces  j>a8lorianus  is  of  various  kinds  (Hansen)  ■ 
in  some  the  cells  are  about  0  002  to  0-005  mm.  in  diameter,  in 
others  larger,  borne  form  ascospores,  others  do  not.  Most  of 
tliem  can  be  found  m  wiue-fermentation  and  in  cider-fermen- 
tation biit  only  after  tlie  first  alcoholic  fermentation  is  com- 
pleted. They  are  very  common  in  the  air.  I  have  sown  a 
saccharomyces,  which  was  contained  in  ordinary  water  on 
solid  nourishing  media  (gelatine,  and  gelatine  aiul  broth) '  It 
grew  up  copiously  and  formed  groups  of  a  distinct  pink  colour 
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^Vlien  growing  in  the  depth  of  the  nourishing  medium  it  grew 
as  a  colourless  torula,  no  ascospores  were  formed,  multiplication 
taking  place  by  gemmation  only.^ 

(d)  SuccJiaromyces  mycodervia  (mycoderma  vini).  This  yeast 
is  found  forming  the  scum  or  pellicle  on  the  surface  of  wine, 
beer,  and  fermented  cabbage  {Sauerkraut) ;  its  cells  are  oval, 
about  0-006  mm.  long  and  0-002  broad.  It  forms  chains  ;  the 
aspospores  are  two  or  three  times  hT,rger.  It  lias  nothing  to  do 
with  the  alcoholic  fermentation,  and  is  not  to  be  confounded 
with  mycoderma  aceti,^  which  is  a  bacterium  and  the  efficient 
cause  of  acid  fermentation  in  wine  and  beer. 


Fig.  100. — SacohAEOMTCf-.s  mvcoderjia,  or  Oidium  albicans. 
(After  Grnwitz.) 

From  an  nrLiflcinl  cultivation  in  diluto  nourisliing  material. 

d.  Branched  mycelium 
fa.  Tornlii  stage. 
/  /3.  Mycelial  stage. 

The  sacchavomyces  mycoderma  does  not  grow  well  in  the 
depth  of  liquids,  but  when  sown  into  a  liquid  of  acid  reaction 
and  containing  but  little  sugar,  Cienkow.'iky  saw  Ih?  cells 
elongating  into  cylindrical  elements  ;  each  of  which  by  gem- 
mation produced  a  new  cell  which  also  elongated,  and  so  on 

'  Quart.  Journ.  of  Micr.  Science,  1SS8. 
*  Nagoli,  SCO  cliapter  viii.  2. 
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till  a  linear  series  of  cylindrical  cells  was  formed,  separated 
from  one  another  only  by  a  thin  septum  ;  a  mass  of  filaments 
very  much  resembling  a  mycelium  was  thus  formed.  The 
cylindrical  cells  give  origin  by  gemmation  to  spherical  and 
elliptical  torula-cells. 

Such  a  growth,  in  which  the  torula-cells  are  capable  of 
forming  a  sort  of  mycelium,  was  formerly  called  o'klium,  and 
as  oidium  albicans  is  recognised  as  the  cause  of  "  thrush  ; " 
the  well-known  white  patches  which  form  on  the  mucous 
membrane  of  the  mouth  and  pharynx  in  suckling  infants  and 
debilitated  patients. 

Grawitz  ^  has  proved  by  observations  on  artificial  cultures 
that  this  fungus  is  identical  with  the  oidiiim  variety  of  Sa,c- 
cliaromyces  mycochrma;  the  cells  are  spherical  or  cylindrical,  the 
former  about  0-003  to  0-005  mm.  in  diameter,  the  latter  up  to 
0-03  or  0-05  mm.  long.  As  above  described  it  forms  mycelium- 
like filaments  from  which,  by  lateral  and  terminal  gemmation, 
spring  spherical  or  oval  torula-cells.  It  also  forms  ascospores 
containing  four  to  eight  spores. 

'  Yircliovi'a  Archiv,  vol.  Ixx 
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MOULD-FUNGI  :  HYPHOMYCETES  OR  MYCELIAL  FUNGI. 

Of  this  class  of  fungi  only  those  are  of  special  interest  to  the 
pathologist  which  in  some  way  or  other  are  connected  with 
disease.  The  fungi  consist  of  branched  and  septate  threads 
or  hyphse  ;  each  filament  or  hypha  is  composed  of  a  row  of 
cylindrical  cells,  consisting  of  a  membrane  and  clear  proto- 
plasm, the  individual  cells  being  separated  from  one  another 
by  a  thin  transverse  septum  ;  they  increase  in  number  by 
fission,  and  in  this  way  the  filaments  increase  in  length.  The 
growing  ends  of  the  hyphse  are  filled,  not  with  transparent, 
but  with  highly-refractive  protoplasm.  Some  cells,  by  budding 
out  laterally,  produce  cylindrical  threads,  which  subdivide  into 
a  series  of  cylindrical  cells,  these  by  division  and  lengthening 
forming  a  new  branch-hypha.  The  filaments  form  by  their 
branches  an  interlacing  feltwork,  called  thallus  or  mycelium. 
The  mycelial  fungi  which  interest  us,  belong  to  the  order 
known  to  botanists  as  the  Ascoviycetes,  They  are  characterised 
by  the  fact  that  one  or  other  branch  of  the  mycelial-hyphas 
produces  at  its  end  a  series  of  spherical  or  oval  cells — the 
conidia-spores  or  conidia.  In  addition  to  this  some  of  the 
hyphce  form  peculiar  large  mother-cells,  or  sporangia,  in  the 
interior  of  which  spores  are  formed  by  endogenous  formation. 
When  these  sporangia  are  cylindrical  or  club-shaped,  they 
include  eight  spores,  and  are  called  asci ;  the  spores  being 
ascospores.  All  conidia  or  spores  by  germination  grow  into 
the  mycelial  threads  which  become  septate  or  subdivided  into 
a  row  of  cylindrical  cells ;  these  by  division  cause  the 
lengthening  of  the  mycelial  threads. 

(o)  O'iciium  laclls. — Here  the  mycelium  is  composed  of  sep- 
tate branched  filaments  of  various  thicknesses.  Some  branches 
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of  the  mycelixim  at  their  ends  or  laterally  at  a  .septum  produce 
by  division  a  series  of  spherical  or  oval  conidia-spores,  about 
0-007  to  0-01  mm.  long.  These  ultimatelj^  become  isolated,  and 
then  germinate  into  a  short  cylindrical  filament,  which  sub- 
divides by  transverse  septa  into  a  series  of  cylindrical  cells  ; 


Fig.  101. — OiDiUM  Lactis. 
Mycelium  and  .spores. 


thp.se  by  continued  growth  and  division  give  origin  to  the 
ordinary  septate  branch-hyphtc.  The  formation  of  conid  a 
proceeds  at  the  ends  of  these  in  the  same  manner  as  before 
potat^d,  Sr  "  tread, pasS; 

Favus,  Herpes  tonsurans,  and  Pityriasis  versicolor  of  man 
and  animals,  are,  according  to  the  re.searches  of  Grawitz^  due 
hcUs  "^'.^n^y^'Si^^^  respects  identical  with  4lium 

lactis.     In  favus  it  is  known  as  A  chorion  Schocn  lcim,  in  Herpes 

'  Virchow'a  Archiv,  vol.  Ixx.  p.  500. 


142         MICRO-ORGANISMS  AND  DISEASE.  [cuap. 

tonsurans  as  TricJwj^hijton  tonsurans,  in  Pityriasis  versicolor  as 
Microsporon  furfur.  Grawitz  lias  shown  by  artificial  cultures 
on  gelatine,  that  the  spherical  or  oval  conidia  germinate  into 
shorter  or  longer  cylindrical  filaments,  which  by  subdivision 


Fig.  102.— Fungi  rnoii  a  Favus-Patoh  (Neumann). 

form  septate  mycelial  hyphse.  These  and  their  branches  give 
origin  in  their  turn  to  spherical  or  oval  spores  or  conidia. 
They,  as  M'ell  as  the  hyplite,  differ  in  size  in  the  various 
species. 

Malcolm  Morris  and  G.  0.  Henderson,*  on  the  other  hand, 
maintain,  that  by  artificial  cultivation  of  the  spores  of 
Trichophyton  in  the  substance  of  gelatine-peptone,  at  tem- 
peratures varying  from  15°  to  25°  C.,  these  grow  into  branched 
septate  mycelial  filaments,  which  by  their  mode  of  fructification 
are  seen  to  be  identical  with  the  mycelium  of  PenktlUum. 
Compare  also  with  Babes.^ 

{b)  Aspergillus. — Some  of  the  branches  of  the  mycelium  of 
this  fungus  assume  an  upright  position,  are  thicker  and  not  at 

'  Jonrml  of  the.  T!oyal  Microscopical  Sociely,  April  11, 1SS3. 
"  Archives  de  Physiologie,  S,  18S3,  \i.  'IGfl. 
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Fio.  103  — AsrEROiLLUs  Glauous  (ai-trr  De  DsRY.) 

A.  Hj'plm,  the  end  of  wliieh  c  bears. 
St.  Tlie  basidift, 
OS  Ascogoniinn. 


Fia.  104. -E,  rERiTnnciuM,  hiqiily  Magnified. 
as.  Ascogoniura. 
v>.  Cells  of  the  pollinodla. 
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fill,  or  only  slightly,  septate,  and  at  their  end  form  flask-shaped 
enlargements,  from  which  grow  out  radially  short  cylindrical 
cells—basidia ;  and  these  again  at  their  distal  or  free  ends 
produce  chains  of  spherical  spores  or  conidia.  This  is  a  very 
common  mould,  and  according  to  differences  in  the  coloration 
of  the  mycelium  and  spores  is  subdivided  into  different  species  : 
A.glaucus,  candidus,  flavescens,fuinigatus,  &c. 

Besides  this  mode  of  spore-formation  (asexual),  there  is 
another  (sexual),  which  according  to  de  Bary  consists  in  this  : 
some  terminal  branch  of  the  mycelium  becomes  twisted  like  a 
spiral,  this  is  considered  the  female  organ  of  fructification  or 
carpogonium  ;  from  the  same  thread  branches  grow  towards  the 
carpogonium  ;  one  of  these  branches  becomes  fused  with  the 
terminal  portion  of  the  carpogonium  called  the  ascogonium, 
while  the  others— the  iwllinodia — branch  and  surround  the 
carpogonium  like  a  capsule,  the  whole  organ  is  now  called  a 
perithecium.  Finally  the  ascogonium  by  rapid  division  gives 
origin  to  a  number  of  oval  septate  tubes,  inside  of  which  by 
endogenous  formation  numerous  spores  make  their  appearance. 

Grolie^  was  the  first  to  show  that  the  introduction  of  the 
spores  of  some  species  of  aspergillus  into  the  vascular  system 
of  rabbits  sometimes  produces  death,  with  symptoms  of 
metastasis  into  the  various  organs  due  to  localised  foci,  where 
these  spores  grow  into  mycelial  filaments.  Lichtheim  ^  showed 
that  such  mycoses  in  rabbits  cannot  be  produced  by  the  .spores 
of  Aspergillus  glaucvs,  but  by  those  of  Aspergillus  flavescens 
and  fumigdtus.  Grawitz  ^  .stiidied  this  process  more  minutely, 
and  found,  that  no  matter  whether  the  spores  are  injected  into 
the  vascular  sj^stem  or  into  the  peritoneal  cavity,  there  are 
established  in  the  kidneys,  liver,  intestines,  lungs,  muscles,  and 
occasionally  in  the  spleen,  marrowbones,  lymphatic  glands, 
nervous  system,  and  skin,  minute  metastatic  foci,  due  to  the 
growth  of  the  sj^ores  into  mycelial  filaments  with  imperfect 
organs  of  fructification,  but  no  spore-formation.  Grawitz 
thought  that  the  spores  of  ordinary  moulds  (penicillium  and 
aspergillus)  are  capable  of  assuming  these  pathogenic  proper- 
ties if  cultivated  at  higher  temperatures  (39° — 40°  C),  and  in 
alkaline  media.  These  fungi,  as  is  well  kno\\'n,  grow  well  at  or- 
dinary temperatures  and  in  acid  media,  and  are  then  innocuous 
when  introduced  into  the  animal  body  ;  but  by  gradual  accli- 
matisation they  can  also  be  made  to  grow  at  higher  tempera- 
tures and  in  alkaline  media,  when  they  assume  pathogenic 

'  Berl.  kliii.  Wocli.  1S71. 

=  Jhid.  !)  and  10,  1882. 

3  Virchow's  Archiv,  vol.  Ixxxi.  p.  356. 
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F.  Fat  droplets.  y  Tjr  .1         ti  1 

.   and  two  Malpiyhiau  co.puscles  nre  sceil    (IfttrVillw^^       '"'"''"^  ^""^"^^^^ 

to  bo  wrecrby  Gah^^?s../^;s  12.3-^^^.^;;;;^^ 


3  Jbid.  1862. 
L 
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that  do  exert  siich  pathogenic  properties  are  not  at  all  de- 
pendent oil  such  acclimatisation,  and  are  not  ordinary  moulds, 
but  a  distinct  species  of  aspergillus  (Lichtheim),  which  grows 
well  at  higher  temperatures  (38°— 48°  C),  and  the  spores  of 
which  under  all  conditions  of  growth  are  capable  of  producing 
in  rabbits  the  mycosis  in  question. 

(c)  Penicillium. — In  this  fungus  hyphse,  which  are  not 
septate,  grow  out  from  the  mycelium  ;  from  the  end  of  each  of 
these  arise  like  the  fingers  of  the  hand  a  number  of  short 
branched  cylindrical  cells,  which  give  origin  to  chains  of 
spherical  spores. 

The  following  two  fungi  belong  to  the  order  of  fungi  called 
Phycomycetes. 

(d)  Mucor  is  characterised  by  this,  that  from  the  mycelium 
hj^Dhse  grow  out  which  are  not  septate,  and  at  the  end  of  these 
a  large  spherical  cell  originates,  sporangium,  in  which  by  en- 
dogenous formation  a  large  number  of  spherical  spores  are 
developed  ;  the  wall  of  the  sporangium  giving  way,  the  spores 
become  free. 

(e)  Saproleg7iia ;  colourless  tubular  threads,  forming  gela- 
tinous masses  on  living  and  dead  animal  and  vegetable  matter 
in  fresh  water.  The  cylindrical  or  flask-shaped  ends  of  the 
threads — zoosjjorangia — form  in  their  interior  numbers  of 
spherical  or  oval  spores- — zoospores,  possessed  of  locomotion 
(one  flagellum  at  each  pole)  and  which  finally  escape  from  the 
threads.  These  zoospores  after  some  time  become  resting, 
surround  themselves  Math  a  membrane,  and  finally  germinate 
into  a  cylindrical  mass  which  becomes  transformed  into  the 
mycelium.  Besides  this  asexual  there  is,  however,  a  second  or 
sexual  mode  of  fructification,  consisting  in  this  :  At  the  end  of 
a  mycelial  thread  a  cell  grows  up  into  a  sjiherical  large  ball, 
the  oogonium.  From  the  same  thread,  thin  threads — aiitheridia 
— grow  towards  the  oogonium,  with  the  protoplasm  of  which 
they  merge.  This  latter  then  differentiates  into  a  number  of 
spherical  masses,  the  oospores,  which  become  invested  with  a 
membrane.  These  become  free  and  then  germinate  and  grow 
into  a  mycelium.  Saprolegnia  grows  on  the  skin  of  living 
fish,  and  causes  here  severe  illness  often  terminating  in  death. 
Thus  the  salmon  disease,  as  Professor  Huxley  has  shown  ^  is 
caused  by  this  parasite.  The  zoospores  of  this  salmon  sapro- 
legnia are,  however,  as  Huxley  has  sho^m,  as  a  rule  non-mot  ile. 
The  hyphso  of  the '  fungus  traverse  the  epidermis  in  the 
diseased  patches  of  the  salmon,  and  they  biu'e  through  the 
superficial  layer  of  the  derma,  a  stem-part  being  situated  in- 
the  epidermis,  and  a  root-part  in  the  derma  ;  each  of  these 

"  Procccdiiics  of  the  Royal  Society,  No.  219,  l?f2. 
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elongates  and  branches  out.  "  The  free  end.?  of  the  stem-hyph;ie 
rise  above  the  siu'face  of  the  epidermis  and  become  converted 
into  zoosporangia,  more  or  fewer  of  the  spores  of  which  attach 


Fro.  lOfi.— Sapkoleonia  of  Salmon  Disease 
A  sporang,um  flUea  .vith  .oospore.:  in  connexion  with  then>  several  young- 

d  se^^s^  KpI.  TT  'T'-^T'^'''''  f  .«ocintcd  witli  the  sihnon- 
frSficatiot       ^"^"'^'^  =^^--^'^1  --^e  of 
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ACTINOMYCES. 

In  cattle  there  occurs  a  fatal  disease,  which  is  characterised 
by  the  formation  of  firm  nodules  of  various  sizes,  due  to  a 
growtli  of  small  cells.  In  the  centre  of  the  nodules  lie  dense 
groups  of  peculiar  club-shaped  corpuscles' — acimomyces  — 
radiating  from  a  firm  homogeneous  centre,  and  joined  to  this 
by  longer  or  shorter,  single  or  branched,  filamentous  stalks. 
Each  of  these  actinnrnyces-corpuscles  appears  homogeneous, 
and  of  a  bright  slightly  greenish  lustre.  These  uiasses  consist 
of  what  is  called  Actinomyces  (Bollinger),  and  the  disease  is 
termed  actinomycosis.  In  cattle  the  disease  uianifests  itself 
by  firm  tumours  in  the  jaw,  in  the  alveoli  of  the  teeth,  and 
particularly  by  a  great  enlargement  and  induration  of  tlie 
tongue— "  wooc/e?i  toiujue."  On  making  sections  through  this 
latter  organ  there  are  found  present  in  all  parts  microscopic 
tumours  of  small-cell  growth.  In  the  centre  of  eacli  tumour 
is  a  clump  of  actinoniyces.  This  clump  is  surrounded  hy  a 
zone  of  largish  cells,  with  one  to  four  nuclei.  The  periphery 
of  the  tmnour  is  made  up  of  a  fibrous  capsule,  with  spindle- 
shaped  cells.  Occasionally  the  tumours  are  to  be  seen  also  m 
the  skin  and  in  the  lung  in  the  latter  organ  they  appear  as 
whitish  nodules,  easily  mistaken  for  tubercles.'^  Bollinger 
first  described  the  disease  in  cattle."''  Israel  was  the  first  to 
point  out  a  disease  in  man  characterised  by  metastatic 
abscesses  (spreading  it  seems  from  a  primary  abscess  of  the 
jaw)  in  various  internal  organs,  due  to  the  presence  of  a  fungus, 

'  r>fliig.  CentralU.f.  mcd.  U'iss.  14,  1SS2 ;  nink,  ibid.  46,  iSS2. 
=  Ibid:  27,  1877. 

3  VircJwxo'a  Arcldv,  vuls.  Ixxiv.  nnd  Ixxviii. 
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which  afterwards  was  identified  as  actinomyces,  and  Ponfick  ' 
has  clearly  established  that  in  man  it  is  not  a  rare  disease. 


I.— A  Clump  of  Activomyce.s  more  Hiciily  JTagnified,  700. 


According  to  careful  observations,  Johne  =  succeeded  in 
[■ausmittnig  the  disease  from  cattle  to  cattle  by  inoculation, 

'  Die  AcUnomijkose  cles  Menschnn,  Berlin,  1S81 
Deutsche  Zeitschr.f.  Thicrmedicin,  vii.  1881.' 
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but  not  by  feeding.  He  also  found  i  in  twenty  ont  of  twenty- 
one  healthy  pigs  examined,  the  actinomyces  present  in  the 
crypts  of  the  tonsils. 

Israel  ^  succeeded  in  transmitting  the  disease  to  a  rabbit  by 
inserting  into  the  peritoneal  cavity  a  piece  of  a  human 
antinomyces-tumour. 

R.  Virchow  quite  recently,^  in  conjunction  witli  0.  Israel 
and  Duncker,  ascertained  that  pork  occasionally  contained 
whitish  chalky  nodules,  larger  than  those  due  to  trichiuiB,  and 
containing  in  their  interior  the  actinomyces. 

0.  Israel  ^  claims  to  have  succeeded  in  artificially  cultivating 
the  actinomyces  on  solid  ox-serum  ;  in  fluid  media  the  gro^vth 
does  not  succeed,  owing  to  the  swelling  up  and  death  of  the 
actinomyces-corpuscles. 

"  Centralhl.  f.  med.  Wiss.  15,  18S1. 
»  IHd.  xxvii.  1SS3. 
3  Virchojv'e  Archhi.  vol.  xcv.  p.  544 
Ibid.  vol.  xcv.  p.  1!2. 


CHAPTER  XVIT. 


ON  RELATIONS  OP  SEPTIC  TO  PATHOGENIC  ORGANISMS.^ 


There  is  hcardly  any  question  wliicli  to  the  pathologist  and 
sanitary  officer  can  be  of  greater  importance  than  the  reLation 
of  septic  to  pathogenic  organisms.  To  the  pathologist  the  life 
history  of  a  micro-organism,  outside  and  within  the  animal 
body,  must  ever  remain  an  important  field  of  inquiry  ;  to  the 
sanitary  oflicer  all  conditions  aff'ecting  the  life  and  death  of 
those_  organisms  which  produce,  or  at  least  are  intimately  bound 
up  with,  infectious  diseases,  such  as  the  distribution  and  growth 
of  these  micro-organisms  outside  the  animal  body,  the  agencies 
which  aff'ect  it  in  a  favourable  and  unfavourable"  sense,  are  the 
points  which  he  has  particularly  to  consider  in  dealing  mth 
the  spread  and  prevention  of  infectious  maladies.  Now,  it  is 
known  of  many  micro-organisms,  both  those  that  are  associated 
with  putrefactive  processes  as  well  as  those  that  are  bound  up 
with  infectious  diseTise,  that  temperature,  the  medium  in  which 
they  grow,  presence  and  absence  of  certain  chemical  compounds 
are  capable  of  materially  affecting  them.  I  need  not  for  this 
purpose  enumerate  all  that  is  known  already  by  direct  experi- 
ment, but  will  only  limit  myself  to  reference  to  the  researches 
of  Schroter,  Colin,  and  Wernich  on  that  group  of  micro-or- 
ganisms known  as  pigment  l^acteria,  i.e.  l^acteria  wliich  only 
under  certain  conditions,  notaljly  temperature  and  soil,  iiroduc'e 
definite  pigments  (Colin's  BeUriige  zur  Biologic  d.  Pflmrrn)  ■ 
to  those  of  Hansen  (Carlsberg  Lalioratorv)  on  yeast ;  to  tliosc 
of  Neelsen  on  the  bacilli  producing  the  blue  colour  of  niilk 
the  bacillus  syncyanus  {Bdlr.  zur  Biol.  d.  Pflamen,  iii  2 
p.  187) ;  to  the  works  of  Toussaint,  Pasteur,  Cliauveau,  Koch' 

♦  n'tiTi  Ai^Tr"!?  n'i'i?'''  ''^■'■IV'  T '"I'^'^J  ''■°r'ed  from  an  interim  report  by  myself 
tn  tlie  Medical  Oltlcer  of  the  Local  Goveniment  Hoard,  1884. 
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and  others  on  the  bacillus  anthracis ;  Arloing,  Thomas,  and 
Cornevm  on  the  bacillus  of  symptomatic  charbon  ;  of  Koch 
on  the  bacillus  of  tuberculosis  ;  of  Israel  on  actinomyces 
and  many  others  ;  and  particularly  would  I  refer  to  the  many 
valuable  suggestions  and  considerations  expressed  by  v.  Niigeli 
m  those  respects  in  his  book,  Die  niederen  Pike,  Miinchen 
1877  and  1882.  ' 

While  from  these  observations  it  would  appear  that  both 
septic  and  pathogenic  micro-organisms  are  capable  of  suffering 
some  modifications  in  their  morphological  and  physiological 
behaviour,  it  is  nevertheless  still  an  open  question  whether  an 
organism  which  under  ordinary  conditions  is  only  associated 
with  putrefactive  changes  in  dead  organic  material,  and  which 
cannot  under  these  ordinary  conditions  grow  and  multiply 
within  the  living  body,  can,  under  certain  extraordinary  cir- 
cumstances, become  endowed  with  the  power  of  growing  and 
inultiplying  within  the  body  of  a  living  animal,  creating 
there  a  pathological  condition,  inducing  there  an  infectious 
disease. 

Three  distinct  septic  micro-organisms  have,  after  nimierous 
experiments  and  careful  observations,  been  mentioned,  as  being 
capable  when  growing  under  certain  extraordinary  conditions  of 
assuming  pathogenic  properties.  These  three  organisms  are  :  (A) 
the  common  bacillus  of  liay  infusion  is  said  by  Buchner  to  be 
capable  of  transformation  into  bacillus  anthracis  ;  (B)  a  bacillus 
subtilis,  present  in  the  air,  which,  although  quite  harmless  in 
itself,  assumes  distinct  pathogenic  properties  when  growing  in 
an  infusion  of  the  seeds  of  Abrus prec.atorius,  becommg  hereby 
endowed  with  the  power  of  causing  severe  ophthalmia  (Sattler) ; 
{C)  a  common  mould,  aspergillus,  which  harmless  in  itself,  when 
grown  on  neutral  and  alkaline  material  at  about  body-tempera- 
ture (38^  C.)  assumes,  according  to  Grawitz,  very  poisonous 
properties,  producing  in  rabbits  inoculated  with  it  death,  with 
raetastatis  of  aspergillus  and  its  spores  in  the  various  internal 
organs. 

There  are  in  the  literature  of  micro-organisms  other  cases 
mentioned,  in  which  such  a  transformation  has  been  supposed, 
l  iut  without  any  experimental  proof,  and  we  need  not  therefoi'e 
trouble  ourselves  more  about  them. 

Let  us  now  review  seriallm  the  above  three  cases  : 
(A)  Dr.  Hans  Buchner  in  a  paper,  Mdiich  for  many  reasons 
may  be  considered  an  important  one,  "  Ueber  d.  experim. 
Erzeugung  des  ]\Iilzbraiulcontagiums,  &c.,"  published  in  the 
Sitzungshrrichte  d.  math,  plnisik.  classe  d.  k.  Bair.  Ahademie  d. 
W'lSs.  1880,  heft  iii.  p.  3G9,   states  tliat  lie  succeeded  in 
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transforming  the  common  bacillus  of  hay  infusion,  the  hay 
bacillus,  into  the  bacillus  anthracis. 

The  hay  bacillus  and  the  bacillus  anthracis  rank  together 
morphologically  under  that  form  which  Cohn  has  named 
bacillus  subtilis. 

The  two  are,  however,  not  quite  identical  in  morphological 
respects.  The  hay  bacillus  is  a  minute  rod  or  cylindrical- 
shaped  bacillus,  which  by  elongation  and  division  produces 
chains  and  fuTther  threads  just  like  the  bacillus  anthracis,  but 
in  the  latter  (i.e.  bacillus  anthracis)  the  bacilli  and  their  threads 
are  composed  of  cubical  elements,  as  is  shown  in  stained  speci- 
mens, and  as  has  been  luentioned  in  a  former  chapter,  whereas 
in  those  of  the  hay  l  iacillus  the  elements  are  reds  or  cylinders. 
I  have  seen,  however,  many  of  the  short  hay  bacilli  whicli 
being  constricted,  i.e.  in  the  act  of  division,  appear  as  two  short 
more  or  less  cubical  elements  placed  end  to  end.  It  is  generally 
assumed  that  in  hay  bacillus  the  bacilli  are  always  rounded  at 
tlieir  ends,  whereas  the  bacilli  aiithracis  are  as  if  straight  cut 
at  their  ends  ;  but  this  is  not  universally  the  case,  since  "l  have 
seen  in  cultures  the  bacilli  anthracis  with  distinctly  rounded 
ends.  But,  speaking  generally,  the  hay  bacillus  is  a  rod  more 
distinctly  rounded  at  its  ends,  the  bacillus  anthracis  of  the 
blood  is  not  so. 

Tlie  bacillus  anthracis  is  slightly  thicker  than  the  hay 
bacillus.  In  artificial  cultivations  carried  on  in  neutral  broth 
the  bacillus  anthracis  is  about  twice  as  thick  as  the  hay  bacillus 
growing  in  the  same  fluid,  and  when  both  are  growing  in 
neutralised  hay  infusion  the  two  are  very  conspicuously  different 
from  one  another,  and  can  at  a  glance  be  distinguished  from 
one  another  ;  the  hay  bacillus  being  about  half  the  thick- 
ness of  the  bacillus  anthracis.  In  stained  specimens,  too,  the 
latter  is  beautifully  made  up  of  a  row  of  cubical  cells,  whereas 
the  former  consists  of  cylinders  only. 

True,  the  bacillus  anthracis  is  not  always  of  the  same 
thickness,  for,  as  I  have  shown,  when  growing  in  neutral 
pork  broth  it  is  decidedly  thicker  than'  in  the"  blood  of  an 
animal  dead  of  anthrax.  And  also  in  the  blood  of  different 
animals  the  bacillus  anthracis  slightly  varies  in  thickness,  for 
in  the  guinea-pig's  blood  it  is  slightly  thicker  than  in  that  of 
the  rabbit  or  sheep. 

The  hay  bacillus  is  motile,  possessed  of  a  flagellum,  and 
therefore  capable  of  locomotion;  the  l)acillus  anthracis  is 
not  motile.  I  am  (juite,  aware  that  Cossar  Ewart  {Quarterhi 
Jourmil  of  MicroHcoincal  Science,  April  1878)  states  that  he 
has  seen  in  a  specimen  kept  artificially  lieated  under  micro- 
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scopic  observation  that  the  bacillus  anthracis,  at  first  non-motile, 
is  capable  of  becoming  motile.  At  one  or  both  ends  a  flagellum 
grows  out  from  its  body.  But  this  observation  is  unreliable, 
since  Ewart  did  not  guard  himself  in  any  way  from  the  acci- 
dental introduction  of  septic  bacilli,  many  of  which  are  motile. 
Besides,  he  says  of  the  bacilli,  which  he  figiu'es  as  anthrax 
bacilli,  that  they  are  comiected  with  one  another  by  two  fine 
threads,  and  that  they  probably  separate  from  one  another  and 
each  retains  one  filament,  which  is  its  flagellum.  But  his 
observations,  so  far  as  they  have  application  to  anthrax  bacilli, 
are  capable  of  quite  a  different  interpretation.  In  every 
specimen  of  blood  and  in  every  artificial  culture  iDacilLi  can 
be  seen,  in  which  at  one  place  or  more  the  protoplasm  is 
wanting,  owing  as  I  have  shown,  to  degeneration  ;  ia  such 
places  only  the  empty  sheath  is  present,  and  of  course  in  fresh 
speciaiens  this  gives  the  appearance  as  if  the  two  protoplasmic 
portions  of  the  bacillus  were  connected  with  one  another  by 
two  fine  threads,  i.e.  the  sheath  being  transparent  is  seen  here 
edgeways. 

In  no  instance  has  the  bacillus  anthracis  been  observed  to  lie 
motile.  I  have  examined  thousands  of  specimens  of  fresh 
bacillus  anthracis  in  the  blood  and  in  artificial  cultures,  and  I 
have  never  seen  anything  that  in  the  least  would  lead  me  to 
dift'er  from  this  proposition. 

As  regards  the  spores  they  are  of  the  same  aspect  and  size  in 
both  the  hay  bacillus  and  bacillus  anthracis.  The  threads  in 
good  cultures  form  in  both  cases  the  same  bundles  more  or  less 
twisted  and  forming  convolutions,  but  in  certain  cultures  of  the 
bacillus  anthracis,  e.g.  in  broth,  in.  which  the  growth  is  limited 
to  the  bottom  of  the  fluid,  the  convolutions  and  the  twisted 
condition  of  the  threads  are  more  pronounced,  more  cable- 
like. 

Hay  bacillus  being  motile,  every  culture  of  it  is  uniformly 
turbid,  the  bacilli  being  capable  of  moving  about,  and  after  a 
day  or  two  of  incubation  at  35°  C.  they  form  a  distinct  peUicle 
on  the  surface  of  the  fluid,  which  in  further  stages  becomes 
complete  and  thick.  These  pellicles  are  composed  of  a  dense 
feltwork  of  threads  of  the  bacilli,  and  in  them  .spore-formation 
is  going  on. 

By  shaking  the  fluid  the  pellicle  sinks  to  the  bottom,  and  if 
the  fluid  is  not  exhausted  yet,  a  new  pellicle  is  formed  of  the 
same  nature. 

In  no  culture  of  liay  bacillus  are  there  ever  observed  those 
cloudy,  fluffy,  whitish  and  transparent  convolutions  that  are 
seen  in  cultivations  of  bacillus  anthracis  carried  on  at  the 
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bottom  of  fluid  broth,  and  wliich  have  been  so  accurately 
described  by  Pasteur. 

Both  the'hav  bacillus  and  the  anthrax  bacillus  when  growing 
on  gelatine  mixtures  liquefy  the  gelatine  ;  both  when  growing 
in  meat  broth  turn  the  at  first  colourless  fluid  in  the  course  ot 
incubation  to  an  amber,  and  further  to  a  browi,  tint. 

The  hay  bacillus  is  capable  of  thriving  well  in  acid  solutions, 
it  grows  copiously  in  hay  infusion,  which  is  of  a  distinct  acid 
reaction ;  the  bacillus  anthracis,  although  capable  of  making 
a  slight  progress  in  acid  hay  infusion,  does  not  get  far,  for 
degeneration'soon  sets  in  ;  it  thrives  best  in  neutral  solutions. 
Hay  bacUlus  thrives  also  very  well  in  neutral  solutions. 

Buchner  states,  that  by  successive  cultivation  of  bacillus 
anthracis  under  comtant  variation  of  the  nutritive  material, 
he  saw  it  assume  gradually  the  properties  of  hay  bacillus. 
Thus  he  saw  that  its  mode  of  growth  gradually  changed, 
inasmuch  as  instead  of  forming,  as  the  typical  bacillus  anthracis 
does,  flufl'y  convolutions  at  the  bottom  of  the  fluid-nourishing 
medium,  it  gradually  showed  a  tendency  to  stick  to  the  glass 
and  to  the  surface  of  the  fluid,  and  to  form  a  sort  of  pellicle 
just  like  the  hay  bacillus  does.  This  I  consider  to  be  an 
erroneous  interpretation  of  an  easily  explained  and  simple 
fact.  It  does  not  want  any  of  the  many  successive  generations 
of  bacillus  anthracis,  in  which  Buchner  says  he  has  achieved 
this  transformation,  it  simply  requires  two  nourishing  fluids, 
in  both  of  which  the  bacillus  anthracis  will  thrive  well,  but 
which  fluids  differ  in  specific  gravity.  Let  Buchner  do  as  I 
have  done,  let  him  take  two  test-tubes,  both  containing  sterile 
broth,  but  in  one  the  broth  concentrated,  in  the  other  dilute. 
Let  him  inoculate  the  two  test-tubes  with  bacillus  taken  from 
the  same  blood,  say  of  a  guinea-pig  dead  of  anthrax,  let  him 
place  them  in  the  incubator  at  a  temperature  of  35°--42°G. 
After  two  or  three  days,  and  more  decidedly  later,  he  will 
notice  this  very  difference  in  the  aspect  of  the  cultures  that  he 
lays  so  much  stress  on  as  indicating  a  change  in  the  physiological 
character  of  the  bacillus.  One  test-tube,  containing  the  dilute 
brf)th,  shows  the  typical  fluffy  convolutions  at  the  bottom  of  the 
fluid  ;  while  the  other,  containing  concentrated  broth,  shows  a 
distinct  attempt  at  the  formation  of  a  pellicle.  Let  him  now 
take  out  a  droplet  from  this  second  test-tube  and  inoculate 
wth  it  two  test-tubes  of  the  same  nature  as  above,  i.e.  one 
containing  concentrated  broth,  the  other  dilute  broth.  After 
two  or  three  or  more  days  of  incubation  he  will  find  exactly 
the  same  differences  as  above. 

Buchner  states  that  the  bacillus  anthracis  when  carried 
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^Yll^^  o^l^?P  number  of  successive  cultures,  at  a  temperature 
ot  6b —S7  C,,  gradually  loses  its  pathogenic  properties.  Of 
this  assertion  I  have  said  already  a  great  deal  in  my  Report  for 
i:.  it  ^ere  merelv  in  connexion  witli 

Luchner  s  other  assertions.  I  have  shown,'  that  even  assumiii" 
that  Buchner  has  had  in  all  his  cultures  the  true  bacillus 
anthracis,  but  for  which  there  is  no  definite  proof,  as  Koch 
has  so  ably  pointed  out  in  his  critical  review  of  Buchner's 
work  {MiUheihimjen  aiis  dem  Ic.  Gesunclheitsamte,  Berlin, 
1881,  End.  I.),  Buchner,  having  tested  his  cultures  on  white 
mice  only,  has  fallen  into  a  serious  error,  for,  as  I  have  shown 
(Reports  for  1881—1882),  a  culture  of  bacillus  anthracis  muv 
have  become  quite  harmless  to  white  mice,  but  be  still  very 
virulent  to  other  animals.  In  fact,  therefore,  Buchner's  result 
does  not  re(|uire  for  its  achievement  more  than  one  culture, 
provided  this  has  been  kept  for  .several  days  or  weeks  without 
spore-formation,  as  M'as  the  case  in  Buchner's  experiments. 

As  regards  Buchner's  statement  that  by  successive  cultivation 
of  bacillus  anthracis  at  35°— 37°  C,  this  assumes  the  morpho- 
logical and  physiological  characters  of  hay  bacillus,  I  agree  with 
Koch  in  regarding  this  as  a  complete  error.  If  the  cultures  are 
quite  safe  from  contamination  nothing  of  the  sort  ever  happens. 
I  have  now  for  several  years  carried  on  such  cultures,  and  have 
not  seen  anything  of  the  sort.  It  is  of  course  clear  that  if  by 
any  accidental  contamination,  say  at  the  time  of  inoculating  a 
fresh  tube,  a  motile  septic  non-pathogenic  bacillu.s,  with  which, 
or  with  the  spores  of  which,  the  air  sometimes  abounds,  is  intro- 
duced, every  new  culture  established  from  this  one  will  abound 
in  this  bacillus,  and  as  it  grows  quicker  and  more  easily 
than  the  bacillus  anthracis,  the  next  cultivations  Ijecome  barren 
of  all  the  bacillus  anthracis,  and  only  the  non-pathogenic  motile 
bacillus  ^\dll  be  found  present.  Tliis  criticism  has  been 
applied  by  Koch  to  Buchner's  experiments,  and  I  must  fully 
endorse  it. 

But  there  is  a  much  more  serious  .statement  of  Buchner's 
— serious,  because  if  true  in  nature,  it  is  dreadful  to  contem- 
plate to  what  amount  of  anthrax  man  and  brute  may  become 
.subject— viz.,  that  he  maintains  to  have  succeeded  in  trans- 
forming the  hay  bacillus  into  bacillus  anthracis,  by  carrying 
the  former  through  many  generations  under  ever  varying 
change  of  soil.  It  is  needless  to  detail  here  all  these  experi- 
ments of  Buchner,  since  I  do  not  attach  any  great  value  to  them, 
and  I  .should  not  haA'e  troubled  myself  much  about  them  were 
it  not  that  one  meets  in  mj^cological  literature,  piarlicularly  on 
the  part  of  botanists,  an  acceptance  of  Buchner's  statement 
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that  hay  bacillus  can  change  into  the  pathogenic  bacillus 
anthracis  (see  Zopf,  Die  S^JciUjnlze,  Breslau,  1883). 

I  have  repeated  Buchner's  experiments  on  rabbits,  guinea- 
pigs,  and  white  mice.  I  have  grown  the  hay  bacillus  iu 
various  kmds  of  broth,  in  gelatine  broth  mixtures,  in  hydro- 
cele fluid,  in  peptone  fluid,  in  Agar-Agar  and  peptone,  at 
temperatures  varying  between  30°  and  38°  C,  and  I  have,  to 
put  it  shortly,  never  seen  that  it  shows  the  least  tendency  to 
change  its  morphological  characters,  or  that  it  ever  assumes 
any  morphological  or  physiological  character  like  the  bacillus 
anthracis.  I  consider  this  a  perfectly  hopeless  task,  and  I  feel 
sure  any  one  might  as  soon  attempt  to  transform  the  bulb  of 
the  common  onion  into  the  bulb  of  the  poisonous  colchicum. 

But  Buchner  states  that  with  his  cultures  of  hay  bacillus, 
carried  through  many  generations  under  varying  conditions 
of  soil,  he  inoculated  white  mice,  which  died  under  symptoms 
of  anthi-ax,  and  whoso  blood  contained  the  typical  bacillus 
anthracis.  I  do  not  for  a  moment  doubt  that  he  really  had 
mice  dying  from  anthrax  after  inoculation  with  cultures  of  hay 
bacillus,  but  I  question  the  admissibility  of  his  interpretation. 
I  believe  that  some  accidental  contamination  of  the  culture  of 
hay  bacillus  with  anthrax  spores  or  otherwise  may  have 
occurred  and  have  got  overlooked.  How  liable  one  Idnd  of 
infective  material  is  to  be  invaded  by  foreign  infective  matter 
may  be  understood  from  the  following  examples  of  its  actual 
occurrence. 

It  is  now  admitted  on  aU  hands  that  the  results  of 
Villemin  in  producing  what  is  called  artificial  tuberculosis  in 
guinea-pigs,  by  inoculating  the  animals  subcutaneously  with 
cheesy  matter  derived  from  human  and  bovine  tuberculosis 
or  from  a  guinea-pig  sufl'ering  from  artificial  tuberculosis, 
cannot  be  produced  by  any  other  means  ;  it  cannot  be  pro- 
duced by  ordinary,  i.e.  non-tubercular  cheesy  or  other  pus,i 
nor  by  setons  (as  once  thought  by  "Wilson  Fox  and  Sanderson) 
settmg  up  chronic  caseous  inflammations  in  the  skin  of  guinea- 
pigs,  nor  by  chronic  mechanical  irritation,  e.fj.  insertion  into 
the  peritoneal  cavity  of  bits  of  gutta-percha  or'other  substances 
producing  chronic  peritonitis  (as  was  thought  by  Cohnlieim 
and  Fraenkel),  but,  as  Cohnheim  now  tersely  puts  it,  tuber- 
cu  osis  can  be  produced  only  by  matter  derived  from  a  tuber- 
culous source,  and  anything  that  produces  this  tuberculosis  is 
derived  from  a  tuberculous  source.  Dr.  Wilson  Fox,  after  the 
very  important  experiments  performed  by  Dr.  Dawson 
Williams,  according  to  which  chronic  inflammation  in  the 
'■  Compare  Watson  Clioyno,  PractiUoiur,  Apvil  1883. 
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skin  of  guinea-pigs  produced  by  setons,  is  in  no  case  followed 
by  tuberculosis,  lias  conceded  that  in  his  earlier  experiments 
there  must  have  entered  some  error  in  the  use  of  the  materials. 
Cohnheim  has  conceded  the  same.  It  is  clear  that  these  ob- 
servers, while  working  at  the  same  period  with  both  tuberculous 
and  non-tuberculous  matter,  must  have  had,  in  the  course  of 
experiments  with  the  latter  substance,  accidental  contamination 
with  the  former,  and  hence  had  the  guinea-pigs  inoculated  by 
them  with  non-tuberculous  matter  nevertheless  aftected  with 
tuberculosis.  Dr.  Williams,  who  had  no  contamination  to  fear, 
working  with  non-tuberculous  matter  only,  had  consequently 
no  accidental  contamination.  This  shows  us  how  dangerous, 
as  regards  reliability  of  results,  it  is  to  work  in  one  laboratory 
with  dilTerent  infective  materials  at  the  same  period. 

I  have  myself  experienced  some  very  curious  results  bearing 
on  this  very  point.  During  the  last  year  I  have  seen  the 
following  cases  of  accidental  contamination  occur.  I  work  in 
the  laboratory  of  the  Brown  Institution,  which  comprises  a 
suite  of  rooms.  Although  working  extensively  on  anthrax,  I 
generally  limit  myself  to  one  room  only.  A  friend  of  mine, 
who  one  day  injected  into  a  vein  of  a  guinea-pig  blood  taken 
from  a  blood-vessel  of  a  dog  suffering  from  distemper,  found, 
to  his  great  disappointment,  the  guinea-pig  dead  after  two  days 
under  the  typical  symptoms  of  autlirax,  the  blood  of  this 
animal  teemiug  with  the  characteristic  bacilli.  Tlie  hypo- 
dermic syringe  used  in  this  experiment  for  injection  had  not 
been  previously  used  by  me  in  niy  anthrax  experiments,  since 
I  never  use  a  syringe  in  my  inoculations,  but  only  glass 
pipettes  freshly  made  and  drawn  out  into  a  fine  tube.  The 
experiment  was  performed  in  the  room  adjoining  the  one  in 
which  my  anthrax  investigations  were  being  carried  on,  but  I 
was  in  the  habit  of  making  every  day  a  good  many  specimens 
of  anthrax  cultivations  and  spores,  so  that  there  must  have 
been  a  good  many  of  these  spores  distributed  on  the  table  and 
floor,  and  probably  found  their  way  into  the  wound  of  the 
guinea-pig  at  the  time  the  above  experiment  was  made. 

Another  gentleman  working  in  the  laboratory  of  the  Browi 
Institution  intended  to  inoculate  several  guinea-pigs  with 
human  tubercles.  For  this  end  he  mashed  up  in  saline  solu- 
tion, in  a  clean  mortar,  a  bit  of  human  lung  studded  with 
tubercles.  He  did  this  in  my  room  on  the  same  table  on 
which  I  was  working  with  anthrax.  One  of  these  guinea- 
pigs,  inoculated  with  human  tubercle,  died  before  the  second 
day  was  over  of  typical  anthrax.  Its  blood  was  teeming  with 
the   bacillus  anthracis.     Such  an  accidental  anthrax  of  a 
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gninoa-pig  inoculated  with  tuberculous  matter  occurred  .several 
times.  In  all  cases  freshly  drawar-out  glass  capillary  pipettes 
had  been  used  for  performing  the  inoculation,  and  also  the  other 
instruments  had  been  carefully  cleaned  before  the  inocidation. 

I  myself  had  the  foUo'sraig  accidental  contaminations  : — 

A  guinea-pig  had  been  inocidated  with  a  culture  of  bacillus 
anthracis,  which  I  did  not  expect  would  produce  anthrax,  the 
culture  not  being  capable  of  starting  new  cultures,  the  bacillar 
threads  being  all  in  a  state  of  degeneration.  The  animal,  of 
course,  remained  unaffected.  Some  weeks  afterwards  inspecting 
the  guinea-pig,  to  my  surprise,  I  found  the  inguinal  lymphatic 
glands  at  the  side  of  the  former  inoculation  greatly  swollen, 
tilled  with  cheesy  pus.  The  animal  was  killed,  and  was  found 
to  be  affected  with  general  tuberculosis,  the  cheesy  matter  of 
the  tubercular  deposits  containing  the  tubercle  bacilli.  Com- 
paring my  notes  on  this  animal  with  those  of  my  friend 
Lingard,  we  found  that  on  the  very  day  on  which  I  inoculated 
tlie  animal  with  my  anthrax  culture  we  had  inoculated  several 
other  guinea-pigs  with  tuberculous  matter.  This  tuberculous 
matter  was  prepared  in  the  same  room  in  which  I  prepared 
the  fluid  for  my  anthrax  inoculation,  but  the  instruments  in 
the  two  sets  of  experiments  had  not  been  the  same. 

A  rabbit  was  inoculated  with  a  culture  of  bacillus  anthracis 
which  I  did  not  expect  would  produce  anthrax.  The  animal 
remained  unaffected  with  anthrax,  but  died  after  four  weeks 
with  the  symptoms  of  extremely  well-marked  tuberculosis— in 
fact,  the  best  marked  case  that  I  have  seen — of  both  lungs, 
spleen,  liver,  and  Iddney.  The  tubercular  deposits  contained 
the  tubercle  bacilli. 

Also  in  this  instance  inoculations  with  tuberculous  matter 
had  been  going  on  at  the  same  time,  when  I  meant  to  have 
inoculated  nothing  else  but  a  culture  of  anthrax  bacilli. 

I  think  all  these  facts  taken  together  prove  unmistakably 
that  working  with  two  contagia  in  the  same  laboratory  and  at 
the  same  period,  accidental  contamination  is  of  no  rare 
occurrence.  And  this  applies  with  equal  force  to  Buchner's 
experiments.  Buchner  worked  extensively  witli  anthrax 
cultures  in  the  same  laboratory,  and  at  the  same  time  he  had 
those  successful  cases  of  anthrax  in  mice  which  he  tliou"ht  to 
have  inoculated  with  cultures  of  hay  bacillus,  and  accidental 
contamination  proljaldy  was  the  result.  Buchner  himself  has 
experimentally  shown  that  anthrax  vii'us  in  the  shape  of 
spores  can  by  inhalation  produce  anthrax,  and,  therefore  tliis 
IS  another  argument  against  his  above  cases  of  positive  results 
I  am  assuming  that  his  cultures  of  hay  bacillus  were  really 


160         MICRO-OEGANISMS  AND  DISEASE.  [chap. 

free  of  spores  of  bacillus  anthracis  :  hnt,  seeing  that  his 
anthrax  cultures  were  probably  contaminated  with  hay  bacillus, 
i  do  not  see  why  by  .some  chance,  one  of  his  tubes  which  he 
thought  he  inoculated  with  hay  bacillus  should  not  have  been 
accidentaUy  contaminated  with  the  spores  of  bacillus  anthracis, 
ot  which  there  must  have  been  many  about  in  the  air  of  the 
laboratory. 

If  Buchner  could  show  us  that  in  a  laboratory,  in  which  for 
some  considerable  time  anthrax  cultures,  anthrax  animals,  and 
examinations  of  anthrax  bacilli  had  not  been  carried  on 
cultivation  of  hay  bacillus  ultimately  yields  a  fluid  which 
produces  typical  anthrax,  then  I  should  be  perhaps  prepared 
to  concede  his  proposition  of  a  transmutation  of  hay  bacillus 
into  bacillus  anthracis.  Such  a  propo,sition  is  of  the  widest 
importance,  and  therefore  its  proof  ought  to  be  beyond  cavil, 
there  ought  to  be  no  chance  of  a  possibility  or  error.  Such 
proof  Buchner  has  not  given,  and  I  cannot  therefore  accept 
his  interpretation. 

(S)  The  second  instance  in  which  the  transformation  of  a 
common  septic  into  a  specific  or  pathogenic  organism  has  been 
experimentally  achieved,  or  I  should  rather  say  has  been 
stated  to  have  been  achieved,  is  the  jequirity  bacillu.s.  In 
1882  the  well-knoMTi  ophthalmologist  M.  L.  de  Wecker  in 
Paris  drew  attention  to  the  therapeutic  value  of  the  seeds  or 
beans  of  A  lirus  precalorius,  a  leguminosa  common  in  India 
and  South  America.  The  people  of  Brazil  use  it  under  the 
name  jecjuii-ity  as  a  means  to  cure  trachoma  or  granular  Kds. 
De  Wecker  after  many  experiments  found  that  a  few  drops  of 
an  infusion  made  of  these  seeds  causes  severe  conjunctivitis, 
in  the  coui-se  of  which,  no  doubt,  trachoma  is  brought  to  dis- 
appearance and  cure,  and  it  is  accordingly  on  the  Continent 
and  in  this  country  now  used  for  this  therapeutic  object.  [I 
am  informed  by  my  friend  Dr.  T.  Lewis,  Ibrmerly  of  India, 
now  pathologist  at  the  Netley  Army  Medical  School,  that  the 
people  in  some  parts  of  India  know  the  poisonous  properties 
of  these  seeds,  and  use  it  for  inoculating  with  them  subcu- 
taneously,  cattle  ;  in  consequence  a  severe  inflammation  is  set 
up,  and  the  animal*  die  of  some  sort  of  septicemia.  This  is 
done  for  the  sake  of  simply  obtaining  the  hides  of  the 
beasts.J 

Sattler,  in  a  very  important  and  extensive  researcli  (Wiener 
medic.  WocJwnschriff,  N.  17-21,  1883,  and  Klin.  Moiiatshl.  f. 
Augcnhcilk,  June  1883)  ascertained  that  wlien  an  infusion  of 
the  jequirity  seeds  is  made  of  the  strength  of  about  half  per 
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cent.,  this  infusion  after  some  hours  to  a  few  days  contains 
numerous  bacilli,  motile,  capable  of  forming  sjDores,  and  in  all 
respects  identical  with  a  bacillus  subtilis.    The  bacilli  are 
about  0-00058  mm.  thick,  and  from  0  002  to  0-0045  mm.  long. 
They  form  a  pellicle  on  the  surface  of  the  infusion,  and  in  the 
bacilH  of  this  pellicle  active  spore  formation  is  going  on.  The 
bacilli  grow  and  multiply  well  at  a  temperature  of  about  35°  C, 
but  also,  only  slower,  at  ordinary  temperature.    Sattler  culti^ 
vated  artificially  the  bacilli  on  blood-serum  gelatine  and  meat- 
extract  peptone  gelatine,  both  solid  media,  and  continued  their 
growth  through  several  successive  cultivations.    Both  the  in- 
fusions of  the  jequirity  and  the  bacilli  taken  from  these 
artificial  cultures  inoculated  into  the  conjunctiva  of  healthy 
rabbits  produce  severe  ophthalmia,  leading  to  the  production 
of  great  cedematous  swelling  of  the  conjunctiva  and  eyelids, 
and  temporary  closure  of  the  latter,  and  to  the  secretion  of 
piu'ulent  exudation.    Both  the  exudation  and  the  swollen  lids 
are  said  to  contain  infective  bacilli  and  their  spores.  Sattler 
ascertained  by  many  experiments,  that  none  of  the  bacilli  and 
the  spores  distributed  in  the  atmosphere  had  those  specific 
properties,  -viz.,  to  excite  ophthalmia,  as  long  as  they  grow  in 
other  than  jequiiity  fluid,  but  having  had  access,  i'e." having 
entered  the  jequirity  infusion,  assume  here  this  specific  power 
There  is  no  doubt  that  Sattler  worked  the  whole  problem  with 
great  care,  worked  out  all  points  connected  -with  it  in  great 
detail,  and  for  this  reason  his  work  was  considered  to  have 
for  _  the  first  time  unmistakably  established  that  a  harmless 
bacillus,  owing  to  the  particular  soil  in  which  it  grew,  assumes 
definite  specific  or  pathogenic  properties.  To  me  this  jequirity 
bacillus  had  a  great  interest,  since  I  was  particularly  anxious 
to  get  hold  of  such  an  organism,  in  order  to  see  whether  and 
how  far  it  can  again  be  made  harmless.    For  if  ever  there  was 
a  good  case,  a  case  in  which  a  previously  harmless  micro- 
organism had  by  some  peculiar  conditions  become  specific, 
this  was  a  case  ;  and  therefore  it  must  be  here  possible  by 
altering  its  conditions  of  life  again  to  transform  it  into  a  harm- 
less being.    The  theoretical  and  practical  importance  of  such 
a  case  must  be  evident  to  every  one  who  has  at  all  devoted 
any  thought  to  the  relation  of  micro-organisms  with  disease 
Ihe  whole  doctrine  of  the  infectious  diseases,  I  might  almost 
say,  IS  involved  in  such  a  case,  for  if  in  one  case  it  can  be 
unmistakably  proved  that  a  harmless  bacterium  can  be  trans- 
formed into  a  pathogenic  organism,  i.e.  into  a  specific  virus  of 
an  infectious  malady,  and  if  this  again  can  under  altered 
conditions  resume  its  harmless  property,  then  we  sliould  at 
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once  be  relieved  of  searching  for  the  initial  cause  in  the  out- 
break of  an  epidemic.  But  in  that  case  we  should  be  forced 
to  contemplate,  as  floating  in  the  air,  in  the  water,  in  the  soil, 
everywhere,  millions  of  bacteria  which,  owing  to  some  peculiar 
unknown  condition,  are  capable  at  once  to  start  any  kind  of 
infectious  disorder,  say  anthrax  (Buchner),  infectious  ophthal- 
mia (Sattler),  and  probably  a  host  of  other  infectious  diseases, 
and  thus  to  form  the  starting-point  of  epidemics.  And  the 
only  redeeming  feature,  if  redeeming  it  can  be  called,  in  this 
calamity  would  be  the  thought  that  the  particular  bacterium 
would  by  and  by,  owing  to  some  accidental  new  conditions, 
again  become  harmless. 

These  were  the  reasons,  and  good  reasons  I  think  they  were, 
which  prompted  me  to  inquire  into  the  jequirity  bacillus  and 
jequirity  ophthalmia,  and  after  a  very  careful  and  extensive 
series  of  experiments,  to  be  described  presently,  I  have  proved 
beyond  any  doubt  that  the  jequirity  bacillus,  per  se,  has  no 
more  power  to  create  an  infectious  ophthalmia  than  Buchner's 
hay-bacillus  had  of  creating  anthrax. 

The  following  experiments  prove  this  conclusively  : — 

The  seeds  of  jequirity  {Abrus  precatorius)  are  crushed  and 
powdered,  the  perisperm  is  removed,  and  of  the  rest  an  infu- 
sion is  made  of  about  the  strength  of  half  per  cent,  with  dis- 
tilled water,  previously  boiled  and  contained  in  a  flask 
previously  sterilised  (by  heat)  and  plugged  with  sterile  cotton- 
wool. The  infusion  is  made  while  the  water  is  still  tepid. 
After  half  an  hour  the  infusion  is  filtered  into  a  fresh  sterile 
flask,  plugged  with  sterile  cotton-wool,  the  access  of  air  being 
limited  as  much  as  possible.  This  is  effected  by  keeping  the 
cotton-wool  in  the  mouth  of  the  flask  around  the  end  of  the 
glass  filter.  The  filtered  fluid  is  of  a  slightly  yellowish-green 
colour,  and  is  almost  neutral  and  limpid.  A  small  quantity 
is  withdrawn  with  a  capillary  glass  pipette  freshly  drawn  out, 
and  from  this  several  test-tubes  containing  sterile  nourishing 
material  (peptone  solution,  broth,  Agar-Agar  and  peptone)  are 
inoculated  ;  and  from  the  same  pipette,  and  at  the  same  time, 
several  eyeballs  of  healthy  rabbits  are  inoculated,  by  placing 
a  drop  or  two  of  the  infusion  under  the  conjunctiva  bulbi. 
The  test-tubes  are  placed  in  the  incubator  and  kept  there  at 
35°  C.  After  twenty-four  hours  all  eyeballs  are  intensely  in- 
flamed, the  eyelids  closed  and  swollen,  and  a  large  amount  of 
purulent  secretion  is  present  in  the  conjunctival  sac,  but  all 
the  test-tubes  remain  perfectly  limpid  ;  no  growth  has  made 
its  appearance,  and  they  remain  so. 

In  a  second  series  the  infusion  prepared  in  the  above  manner 
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is  used  fifteen  minutes  after  it  is  made  and  used  as  above,  for 
inoculation  of  test-tubes  and  eyeballs.  The  fluid  in  the  test- 
tubes  after  incubation  remains  limpid,  the  eyeballs  all  become 
inflamed.  In  both  series  the  amount  of  fluid  inoculated  into 
the  test-tubes  is  more  than  twice  as  great  as  that  injected  into 
the  eyeballs.  From  this  it  is  quite  clear  that  the  fluid  used 
for  inoculation  of  the  test-tubes  was  barren  of  any  micro- 
organisms, and  nevertheless  it  possessed  a  powerful  poisonous 
principle.  I  do  not  mean  to  say  that  the  infusion  as  a  whole 
contained  in  the  flask  contains  no  organisms,  but  that  the 
small  quantity  of  the  fresh  infusion  that  was  used  for  the 
inoculation  of  the  test-tubes  and  eyeballs  contained  none  is 
absolutely  certain.  When  such  a  flask  is  placed  in  the  in- 
cubator, after  twenty-four  to  forty-eight  hours  or  later  there 
are  found  in  it  large  quantities  of  bacilli,  the  spores  of  which 
must  have  entered  from  the  air  during  the  process  of  preparing 
the  infusion.  The  bacilli  are  such  as  described  by  Sattler ; 
tliey  soon  form  spores  in  the  usual  way.  Such  an  infusion  is 
very  poisonous,  just  like  the  fresh  one.  Sattler  has  shown, 
and  this  is  easily  confirmed,  that  the  spores  of  these  bacilli 
stand  boiling  for  a  few  minutes  \vithout  losing  their  power  to 
germinate.  Consequently,  if  such  a  poisonous  infusion  fuU  of 
baciUi  and  spores  be  boiled  for  half  a  minute  the  spores  are 
not  killed  ;  proof  for  this  :  that  if  with  a  minute  dose  of  this 
spore  containing  boiled  infusion  any  suitable  sterile  nourishing 
material  in  test-tubes  be  inoculated,  and  then  these  test-tubes 
be  placed  in  the  incubator  at  35°  C,  after  twenty-four  to  forty- 
eight  hours  the  nourishing  fluids  are  found  teeming  mth  the 
jequirity  bacilli  ;  but  no  amount  of  this  material  produces  the 
least  symptom  of  oj^hthalmia.  Every  infusion  of  jequirity  loses 
Us  poisonous  activity  by  boiling  it  a  short  time,  j  to  1  minute, 
and  hence  the  above  result.  ' 

In  this  respect  the  poisonous  principle  of  jequirity  infusion 
comports  itself  similar  to  the  pepsin  ferment,  which,  as  is  well 
known,  is  destroyed  by  short  Ijoiling. 

■  CI  ini'"sion  is  made  as  above,  and  after  fifteen  minutes  it 
IS  filtered  and  then  subjected  to  boiling  for  J-1  minute,  it  will 
be  tound  to  have  become  absolutely  non-poisonous,  but  not 
sterile,  placing  it  in  the  incubator  after  twenty-four  to  forty- 
eight  hours,  vast  numbers  of  the  jequirity  bacillus  are  fouAd 
m  it.  But  no  amount  of  this  fluid  is  capable  of  producing  the. 
slightest  symptom  of  ophthalmia. 

A  large  per-centage  of  the  rabbits,  whose  conjunctiva  has 
been  inoculated  with  the  fre.sh  unboiled  poisonous  infu- 
sion, die  after  several,  three  to  eiglit,  days.    The  eyeballs  and 
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eyelids  are  intensely  inflamed,  as  stated  above,  the  skin  and 
subcutaneous  tissue  of  the  face,  neck,  chest,  and  even  abdomen, 
is  found  enormously  oedematous,  the  pericardium,  pleura, 
lungs,  and  peritoneum  very  much  inflamed,  their  cavities 
filled  with  a  large  quantity  of  exudation.  The  exudations  of 
the  conjunctiva,  pericardium,  peritoneum,  the  edematous  skin 
and  subcutaneous  tissues  contain  no  infectious  property,  and 
as  a  rule  no  bacilli  or  spores  of  any  kind,  if  examined  in  the 
living  animal  or  immediately  after  death. 

There  is  one  point  which  requires  careful  consideration,  it 
is  this  :  Sattler  states  that  he  has  cultivated  the  bacillus,  taken 
from  a  poisonous  jequirity  infusion,  through  several  successive 
generations  on  solid  material,  and  with  the  new  cultures  he 
was  able  to  produce  the  jequirity  ophthalmia.  I  have  no  doubt 
whatever  that  this  is  really  the  case,  but  it  bears  an  inter- 
pretation different  from  the  one  Sattler  gave  it.  Sattler,  and 
most  pathologists,  would,  of  course,  say  this  :  if  any  micro- 
organism taken  from  a  soil  that  possesses  infective  properties 
be  carried  through  many  successive  artificial  cultivations,  all 
accidentally  adhering  matter  would  hereby  become  so  diluted 
that  it  may  be  considered  as  practically  lost ;  that  is  to  say, 
the  organisms  of  the  further  generations  have  become  alto- 
gether free  of  that  matter.  If  the  organisms  of  these  further 
generations  still  possess  the  same  poisonous  property  as  the 
original  material,  then  we  must  conclude  that  this  poisonous 
principle  is  identical  with  the  micro-organism.  I  do  not  agi'ee 
with  this  whole  chain  of  propositions,  although  I  agree  with 
some  parts.  If  a  micro-organism  be  carried  through  several 
successive  cultivations  in  a  fluid  medium,  always  using  for 
inoculation  of  a  new  culture  an  infinitesimal  dose,  and  as 
nourishing  medium  a  comparatively  large  quantity  of  fluid, 
then,  no  doubt,  carrying  on  the  cultivations  through  four,  five, 
or  six  successive  cultures,  any  accidentally  adhering  _  origuial 
matter  becomes  practically  lost,  and  if  then  the  organism  still 
possesses  the  same  poisonous  action  to  the  same  degree  as  the 
original  material,  then  no  doubt  the  conclusion  that  organism 
and  poison  are  in  this  case  identical  becomes  inevitable.  But 
this  is  not  the  case  with  the  jequirity  bacillus._  Taking  from 
a  poisonous  jequirity  infusion  full  of  the  bacilli  one  to  two 
drops,  and  inoculating  with  it  a  test-tube  containing  about 
four  to  five  cc.  of  nourishing  material,  and  using  this  at  once 
without  previous  incubation,  we  find  that  even  a  few  drops  of 
this  so  diluted  fluid  still  possess  poisonous  action.  Precisely 
the  same  result  is  obtained  when  taking  from  a  perfectly  fresh 
jequirity  infusion,  i.e.  before  any  organisms  have  made  their 
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appearance,  one  to  two  drops,  and  diluting  them  with  fonr  to 
five  cc.  of  distilled  water,  and  using  of  this  diluted  fluid  one 
to  two  drops  for  inoculating  the  conjunctiva  of  healthy  rabbits, 
severe  ophthalmia  will  be  the  residt.  Carrying  on  the  culti- 
vation of  these  bacilli  started  from  a  poisonous  inl'usion,  for  a 
second  generation  in  fluid  medium,  no  trace  of  any  poisonous 
action  can  be  now  detected,  any  quantity  of  such  a  cultivation 
is  incapable  of  producing  ophthalmia.  Sattler  used  in  his 
cultivations  solid  nourishing  material,  on  the  surface  of  which 
he  deposited  his  drop  of  poisonous  jequirity  infusion  contain- 
ing the  bacilli  ;  after  some  days'  incubation,  the  bacilli  having 
become  greatly  multiplied,  he  took  out  from  this  second 
culture  a  drop,  and  transferred  it  to  a  new  culture  tube  of 
solid  material,  and  so  he  went  on ;  every  one  of  these  cultures 
possessed  poisonous  action.  Clearly  it  would,  since  he  always 
used  part  of  the  original  fluid  deposited  on  the  surface  of  the 
solid  nourishing  material.  Part  of  this  (being  gelatine)  be- 
came by  the  growth  liquefied,  but  considering  that  Sattler 
started  with  infusions  of  considerable  concentration — he  left 
the  seeds  for  many  hours  and  days  in  the  infusion — it  is  not  to 
be  wondered  at  that  this  would  bear  a  considerable  amount  of 
dilution,  and  still  retain  its  poisonous  properties.  From  all 
this  we  see,  then,  that  the  jequirity  bacillus  ^je»"  se  has  nothing 
to  do  with  the  poisonous  princijDle  of  the  jequirity  seeds, 
but  that  this  principle  is  a  chemical  ferment  in  some  respects 
(in  its  inability  to  withstand  boiling)  similar  to  the  pepsin 
ferment.^ 

(C)  The  third  case,  in  which  an  experimental  attempt  has 
been  made  to  transform  a  common  sejDtic  into  a  specific  or 
pathogenic  micro-organism,  is  exemplified  by  the  common 
mould,  aspergillus,  a  mycelial  fungus.  But  since  this  point 
has  been  discussed  already  in  Chapter  XV.  I  need  not  here 
enter  into  it  again,  suffice  it  to  say  that  certain  species  of 
aspergillus  possess  the  power  of  making  in  the  rabbit  a  general 
mycosis,  and  this  power  they  possess  ab  iniiio ;  other  lands  of 
aspergillus  do  not  possess  this  character  and  cannot  acquire  it 
under  any  conditions. 

-nr'  i^,'",*?®  ^'l'**  ^"^  ^"^^  vrint,  I  became  aware  that  Messrs.  Warden  and 
Waddell  piiblisUert  m  Calcutta  during  tlie  present  year  a  most  valuable  memoir 
detailing  a  large  number  of  observations  on  tlie  jequirity  poison,  which  are  in 
complete  hnnriony  with  my  own  obsei-vations.  They  have  definitely  proved 
that  the  active  principle  is  a  proteid—abrm— closely  allied  to  native  albumen  '• 
that  its  action  IS  similar  to  that  of  a  soluble  ferment,  that  it  ean  be  isol  ited' 
and  that  it  is  contained,  not  only  in  the  seedh;  but  also  in  the  root  and  stem  of 
Al/rus  precalorina 
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Thus  also  this  third  case  of  a  transformation  of  a  common 
into  a  specific  organism  due  to  altered  conditions  of  growth 
falls  to  the  ground. 

It  might  be  now  asked,  how  about  those  cases  in  which  by 
injection  of  very  small  quantities  of  putrid  organic  substances, 
pyemia  or  septicaemia,  has  been  produced  in  rodents  ?  Take 
the  case  of  Davaine's  septicaemia  in  rabbits.  This  disease  has 
been  produced  in  rabbits  by  Davaine,  Coze  and  Feltz,  and  by 
many  other  observers,  by  injecting  into  the  subcutaneous  tissue 
of  healthy  rabbits  small  quantities  of  putrid  ox's  blood.  The 
rabbits  die  in  the  course  of  a  day  or  two,  and  their  blood  is 
found  teeming  with  minute  organisms,  which  prove  to  be 
bacterium  termo  ;  every  drop  of  this  blood  possesses  infective 
properties  ;  when  inoculated  into  a  rabbit  it  produces  septic- 
£Emia  with  precisely  the  same  appearances  as  before.  Pasteur 
and  Koch  have  succeeded  in  producing  septicsemia  in  mice  and 
rabbits,  and  especially  in  guinea-pigs,  by  inoculating  them 
subcutaneously  with  garden  earth  or  with  putrid  fluid.  This 
is  Pasteur's  septicsemia,  or  Koch's  malignant  cedema ;  it  is 
characterised  by  oedema  at  the  seat  of  inoculation,  and  spread- 
ing hence  in  the  subcutaneous  tissue  of  the  surrounding 
parts.  The  animals  die  generally  in  twenty-four  to  seventy- 
two  hours. 

Koch  has  produced  by  injection  of  small  quantities  of 
putrid  fluids  into  the  subcutaneous  tissue  of  mice  a  peculiar 
septiceemia  ;  the  animals  sometimes  die  in  forty  to  sixty  hours, 
and  the  white  corpuscles  of  the  blood  are  found  crowded  with 
exceedingly  minute  baciUi.  Koch  succeeded  also  in  producing 
a  pysemia  in  rabbits  by  injection  of  putrid  fluids,  and  this 
pysemia  is  characterised  by  zoogloea  of  minute  micrococci  being 
present  in  the  blood-vessels.  Further,  a  progressive  necrosis 
in  mice  by  inoculating  them  with  putrid  fluids,  the  necrosis 
being  due  to  the  growth  of  micrococci  and  spreading  from  the 
seat  of  inoculation,  and  destroying  as  they  spread  all  the 
elements  of  the  tissue.  All  these  cases  have  been  minutely 
described  by  Koch  in  his  classical  work,  Die  Aetiologie  der 
W undinfectionslcrankheiten,  Leipzig,  1879.  I  have  in  addition 
mentioned  in  Chapter  VII.  §  13  a  micrococcus  causing  abscess 
and  pysemia  in  mice. 

Now  do  these  cases  prove  that  septic  micro-organisms,  living 
and  thriving  in  putrid  organic  fluids,  can,  when  introduced 
into  the  body  of  animals,  owing  to  some  peculiar  unknown 
condition,  so  change  as  to  produce  a  fatal  infectious  disease  ? 
I  must  say,  with  Koch,  who  has  very  ably  discussed  all  these 
points,  '  No.'   Those  organisms  which  are  connected  with  the 
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above  morbid  processes  possess  this  pathogenic  power  ah  vuiio, 
not  due  to  any  peculiar  condition  of  growth. 

Amongst  the  legion  of  different  species  of  micrococci  and 
bacilli  occurring  in  putrid  substances,  the  great  majority  are 
quite  harmless  ;  when  introduced  into  the  body  of  an  animal 
they  are  unable  to  grow  and  to  multiply,  and  therefore  are 
unable  to  produce  any  disturbance.  But  some  few  species 
there  are  which,  although  ordinarily  grooving  and  thriving  in 
putrid  substances,  possess  this  power,  that  when  introduced 
into  the  body  of  a  suitable  animal  they  set  up  here  a  specific 
disease. 

One  of  the  best  studied  cases  is  that  of  the  bacillus  anthracis. 
This  organism  is  capable  of  growing  well  and  copiously  out- 
side the  body  of  an  animal,  it  thrives  well  wherever  it  finds 
the  necessary  conditions  of  temperature,  moisture,  and  nitro- 
genous material ;  when  it  finds  access  into  the  body  of  a 
suitable  animal  it  produces  the  highly  infectious  fatal  malady 
known  as  anthrax.  The  micrococcus  of  erysipelas  is  now  well 
known  through  the  admirable  researches  of  Fehleisen  to  be 
capable  of  existence  and  multiplication  outside  the  animal 
body  ;  it  grows  well  in  artificial  cultures,  so  does  the  tubercle 
bacUlus  of  Koch,  so  does  the  bacillus  which  I  described  of 
smne-plague,  mentioned  in  a  former  chapter,  and  so  do  other 
micro-organisms.  Davaine's  septicajmia  in  rabbits,  Koch's 
septicaemia  in  mice,  &c.,  &c.,  cannot  be  produced  by  every 
putrid  blood  or  putrid  organic  fluid,  only  by  some,  only  now 
and  then,  i.e.  when  the  particular  micro-organism  capable  of 
inducing  the  disease  is  present  in  those  substances,  and  then 
only  when  it  finds  access  into  a  suitable  animal.  Davaine's 
septicaemia  of  rabbits  cannot  be  induced  in  guinea-pigs,  Koch's 
septicaemia  of  mice  cannot  be  induced  in  guinea-pigs,  anthrax 
bacUli  cannot  induce  the  disease  in  dogs,  and  so  with  the  other 
micro-organisms. 

We  conclude  then  from  this  that  some  definite  micro- 
organisms, although  as  a  rule  existing  and  growing  in  various 
substances  of  the  outside  world,  have  the  power  when  finding 
access  into  the  body  of  a  suitable  animal  to  grow  and  thrive 
here  also,  and  to  induce  a  definite  pathological  condition.  But 
this  power  they  have  ab  initio.  Those  that  do  not  possess  this 
power  cannot  acquire  it  by  any  means  whatever.  Just  as  there 
are  species  of  plants  which  act  as  poisons  to  the  animal  body, 
and  other  species  of  plants  which,  although  belonging  to 
the  same  group  and  family,  and  although  very  much  alike  to 
the  others,  have  no  such  power  and  cannot  acquire  such  a 
power  by  any  means,  so  there  are  micro-organisms  which 
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are  pathogenic  while  others  are  quite  harmless.  The  latter 
remam  so  no  matter  under  what  conditions  and  for  how  loner 
they  grow.  » 

I  have  naade  a  series  of  experiments  with  the  view  to  obtain 
pure  cultivations  of  definite  septic  micro-organisms :  various 
species  of  micrococci  bacterium  termo,  and  bacillus  subtilis, 
ot  which  the  morphological  characters  could  with  precision  be 
ascertained  and  which  at  starting  were  tested  to  be  barren  of 
any  power  of  mducing  disease.  I  have  cultivated  these  in  pure 
cultivations  for  many  generations,  and  under  varying  conditions 
and  then  I  have  moculated  with  them  a  large  number  of 
animals  (mice,  rabbits,  and  guinea-pigs)  ;  and  tcTput  it  briefly 
I  have  not  found  that  hereby  any  of  them  acquired  the  least 
j)athogenic  power. 


CHAPTER  XVIIL 


VITAL  PHENOMENA  OF  NON-PATHOGENIC  ORGANISMS. 

As  has  been  stated  in  a  former  chapter,  all  putrefaction  of 
organic  matter  is  associated  with  micro-organisms.  It  is  now 
generally  admitted,  because  based  on  a  large  number  of  exact 
expermients  (by  Schwann,  Mitscherlich,  Helmholtz,  Pasteur, 
Lohn,  Burdon  Sanderson,  Lister,  W.  Roberts,  Tyndall  and 
many  others)  that  organic  matter  kept  safe  from  becominc. 
contammated  with  micro-organisms  of  the  air,  water,  and  filth 
remams  free  of  them,  and  consequently  of  the  form  of  decom- 
position which  IS  generally  considered  as  putrefactive  :  namely 
the  changmg  of  proteids  into  soluble  peptones ;  tlien  the 
sphttmg  up  of  these  into  leucin  and  tyrosin  ;  further  the 
decomposition  of  these  and  other  crystallisable  nitrogenous 
bodies  into  comparatively  low  compounds.  These  in  their 
turn  by  oxidation  ultimately  yield  ammonia,  and  its  salts 
and  nitrates  of  morgamc  elements,  with  the  simultaneous 
development  of  certain  gases,  e.g.  ammonia,  sulphuretted 
hydrogen,  and  other  products,  belonging  to  the  aromatic  serie 
The  V  ew  now  generally  entertained  is  that  the  organisms 
cause  disintegration  of  nitrogenous  compounds  by  witlicW 
ng  from  them  certain  molecules  of  nitrogen,  building  up  Si 
these  their  own  protoplasm.  Similarly  carbohydrates  W 
morgamc  salts,  as  phosphates,  potassium,  and  s£m  salte 

to  have  a  poisonous  (toxic)  effect  when  introduce  ifsiiSw 
quantities  into  the  system  of  a  living  animal,  viv  io  s  W  v 
the  poisonous  property  of  some  arUcles  of  food  That '  S 
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•undergone  putrefaction  or  some  nnkno-\vn  kind  of  fermen- 
tation, is  caused  by  some  ferment,  the  product  of  micro- 
organisms ;  (sausage  poisoning,  poisoning  by  bad  fish  and  other 
articles.) 

Gaspard,  Panum,  Bcrgmann,  Billroth,  Burdon  Sanderson, 
Gutmann  and  Semmer,  and  many  others  have  shown,  that  by 
putrefaction  of  animal  substances,  a  substance  can  be  obtained 
— the  septic  poison  or  sepsin — which  can  be  isolated  by  various 
chemical  processes  destructive  of  every  living  micro-organism, 
and  which  on  injection  into  the  vascular  system  of  animals, 
especially  dogs,  in  sufficient  quantities,  produces  a  marked 
febrile  rise  of  temperature,  and  is  capable  of  causing  death  with 
the  symj)toms  of  acute  poisoning,  e.g.  .shivering,  vomiting  and 
purging,  spasms,  torpor,  collapse  and  death.  On  post-mortem 
there  is  found  severe  congestion  and  hsemorrhage  of  the 
intestine,  particularly  the  duodenum  and  rectum  ;  htemorrhage 
in  the  pleura,  lungs,  pericardium,  and  endocardium  ;  con- 
gestion and  hajmorrhage  in  the  peritoneum.  This  putrid  infec- 
tion, or  putrid  intoxication,  leads  to  death  in  twelve  to  twenty- 
four  hoiirs,  or  even  less.  On  injecting  smaller  quantities 
only  a  febrile  disturbance  is  noticed,  severe  symptoms  and 
death  only  Ibllowing  after  injection  of  considerable  qiiantities, 
such  as  several  centimetres  of  putrid  fluid.  There  is  a  priori 
no  reason  why  something  like  putrid  intoxication  should  not 
occur  as  a  pytemic  aft'ection  in  the  human  subject ;  if,  for 
instance,  at  an  extensive  wound,  e.g.  after  amputation  of  a 
limb,  a  large  surface  of  suppurating  tissue  is  established,  on 
which,  as  is  well  known,  numbers  of  putrefactive  organisms 
are  capable  of  growing,  it  is  possible  and  quite  probable,  that 
here  these  organisms  produce  the  septic  poison,  which  when 
absorbed  into  the  system  in  sufficient  quantities  produces  septic 
intoxication.  From  this  affection  septictemia  proper,  due  to 
absorption  of  a  specific  organism  by  a  small  open  wound  or 
a  vein,  which  increases  within  the  body,  and  therefore  is  a 
living,  growing,  and  self-multiplying  thing  producing  fcetal 
septiccemia,  must  be  carefully  distinguished.  As  Lister  has 
shown,  under  careful  antiseptic  dressing  of  wounds,  jiutrid 
intoxication  as  well  as  sei^ticajmic  infection  is  rare  or  does  not 
occur  at  all. 

These  putrefactive  processes  must  be  distinguished  from 
certain  fermentative  processes,  in  the  course  of  which  by 
introducing  a  definite  micro-organism— zymogenic  organism— 
into  a  definite  substance,  definite  chemical  products  are  pro- 
duced. Thus  the  torula  cervisiae  or  saccharomyces  introduced 
into  a  solution  containing  sugar,  produces  alcoholic  fermenta- 
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tion,  i.e.  oxidation  and  splitting  np  of  sugar  into  alcohol  and 
carbonic  acid. 

The  bacterium  lactis  introduced  into  substances  containing 
lactic  sugar,  moist,  or  grape  sugar,  produces  by  oxidation  a  con- 
version of  the  sugar  into  lactic  acid  and  carbonic  acid  (?).  A 
micrococcus  (see  a  former  chapter)  produces,  according  to 
Pasteur,  the  conversion  of  dextrose  into  a  sort  of  gum,  called 
by  B^champ  viscose,  and  recognised  by  Pasteur  as  the  cause  of 
the  viscous  change  of  wine  and  beer.  The  ixrea  in  the  urine 
is  converted  by  the  micrococcus  urese  (Pasteur)  into  carbonate 
of  ammonium.  Solutions  containing  starch,  dextrin,  or  sugar, 
infected  with  the  bacillus  amylobacter  yield,  as  mentioned  in  a 
former  chapter,  butyric  acid.  The  same  bacillus  converts 
glycerine  (Fitz)  into  butyric  acid,  ethyl-alcohol,  &c.  Alcohol 
is  oxidised  by  the  presence  of  a  definite  micrococcus  (Pasteur) 
into  acetic  acid. 

A  species  of  minute  bacillus  subtilis  produces  from  fats 
butyric  acid  (Pasteur,  Cohn),  and  many  kinds  of  micro- 
organisms form  pigmentary  bodies,  e.g.  those  producing  the 
blue  colour  of  milk. 

What  the  chemical  influence  of  pathogenic  organisms  on 
animal  tissues  may  be  is  not  yet  known  ;  and  even  when  they 
grow  outside  the  body,  i.e.  in  artificial  cultures,  it  is  not  yet 
known  what  their  chemical  eftect  on  the  nourishing  material 
is,  except  that,  as  is  the  case  with  all  other  organisms,  putre- 
factive and  pathogenic,  they  continue  to  grow  and  multiply  as 
long  as  there  are  present  the  necessary  substances,  i.e.  until  the 
medium  is  "  exhausted." 

From  the  enormous  number  of  micro-organisms  present  in 
the  outer  world,  it  is  clear  that  the  role  they  play  in  the 
disintegration  of  higher  organic  bodies  into  lower  compounds, 
as  well  as  in  the  building  up  of  new  compounds,  is  a  very 
important  one  ;  to  mention  but  one  series,  to  wit,  the  enormous 
importance  they  have  for  the  vegetable  kingdom  in  reducing 
nitrogenous  compounds  to  soluble  nitrates  of  inorganic  salts' 
so  essential  to  the  existence  and  growth  of  our  common  field 
crops  (Lawes), 

One  of  the  most  interesting  facts  observed  in  the  growth  of 
septic  micro-organisms  is  this,  that  the  products  of  the  de- 
composition started  and  maintained  by  them  have  a  most 
detrimental  influence  on  themselves,  inhibiting  their  power 
ot  multiplication,  in  fact,  after  a  certain  amount  of  these 
products  has  accumulated,  the  organisms  become  arrested  in 
their  growth,  and  finally  may  be  altogether  killed.  Thus  the 
substances  belonging  to  the  aromatic  series,  e.g.  indol  skatol 
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pheuol,  and  others,  which  are  produced  in  the  conrf3e  of 
putrefaction  of  proteids,  have  a  most  detrimental  influence 
on  the  life  of  many  micro-organisms,  as  has  been  shown  by 
Wemich  and  others  (see  Antiseptics). 

It  is  not  well  known  whether  in  all  or  in  some  of  these 
instances  the  organisms  produce  the  chemical  eflFects  by  creating 
a  special  zymogen  or  ferment,  and  by  this  create  the  chemical 
distiu'bance,  or  whether  they  merely  dissociate  the  compounds 
by  abstracting  for  their  own  use  certain  molecules  ;  but  this 
much  is  known,  that  in  consequence  of  this  chemical  disturb- 
ance definite  chemical  substances  are  produced.  It  is  quite 
possible  that  the  pathogenic,  like  the  zymogenic,  organisms 
have  this  special  character,  that  if  the  soil  (animal  body)  con- 
tains a  certain  chemical  substance,  they  are  capable  of  growing 
and  thus  capable  of  producing  a  definite  zymogen  er  ferment. 

In  many  cases  of  piitrefactive  and  zymogenic  organisms  a 
definite  soil  may  be  capable  of  furnishing  suitable  material  for 
various  organisms  at  the  same  time  ;  as  a  matter  of  fact  this  is 
what  one  constantly  meets  with  in  ordinary  putrefaction  of 
vegetable  and  animal  matter,  which  teem  with  various  species 
of  micro-organisms.  But  as  a  rule  it  will  be  observed  that  one 
species  is  more  apt  to  find  a  suitable  soil  in  this  substance  than 
others  ;  and  then  it  will  be  found  that  this  one  organism,  above 
all  others,  grows  more  numerously  ;  and  when  it  has  done 
growing,  that  is,  when  it  has  exhausted  its  own  peculiar 
pabulum,  another  organism,  not  dependent  on  this,  but  on 
some  other  substance  still  present,  makes  a  good  start  and 
multiplies  accordingly.  Thus  one  finds  constantly  that,  a 
fluid,  supposing  it  contains  a  variety  of  proteids,  carbohydrates, 
and  salts,  having  become  infected  with  micrococcus,  and 
various  species  of  bacilli,  in  the  first  days  or  weeks  chiefly 
micrococci  are  present  ;  afterwards  when  the  micrococci  have 
done  multiplying  and  sink  to  the  bottom  of  the  fluid,  tiiis 
latter  gradually  becomes  filled  with  a  variety  of  bacilli.  _  Or  if 
micrococcus  and  bacterium  termo  be  sown  at  the  same  time  in 
a  suitable  fluid,  we  find  that  at  first  only  the  bacterium  termo 
increases  rapidly  ;  afterwards,  when  this  has  ceased  multiply- 
ing, the  micrococcus  takes  the  field.  In  stUl  otiier  cases,  as 
in°putrid  blood,  exudation  fluid,  particularly  in  putrefying 
solid  parenchymatous  or  other  substances,  various  kinds  of 
micro-organisms  grow  on  simultaneously  in  difl'erent  parts  of 
the  material. 

The  same  holds  good  for  the  zymogenic  organisms.  A 
solution  contafiiing  sugar  is  a  very  fit  soil  for  saccliaromyces  ; 
when  this  has  exhausted  the  material,  i.e.  when  all  the  sugar 
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has  been  split  up  into  alcohol  and  carbonic  acid,  the  latter 
escaping  as  gas,  then  the  material  is  ready  for  the  organisms 
capable  of  converting  the  alcohol  into  acetic  acid.  The  two 
kinds  of  organisms  may  be,  however,  growing  at  the  same  time, 
the  saccharomyces  leading. 

Septic  or  putrefactive  organisms  then,  like  zymogenic  and 
pathogenic  organisms,  are  cceteris  paribus,  dependent  for  their 
growth  on  the  presence  of  the  suitable  nourishing  material. 
And,  as  we  have  seen,  they  differ  materially  from  one  another 
in  this  respect ;  while  putrefactive  organisms  find  in  almost 
all  animal  and  vegetable  fluids  the  necessary  substances  for 
nutrition,  the  zymogenic  and  pathogenic  organisms  are  much 
more  limited  in  these  respects.  Wliere  there  is  no  alcohol 
present  the  organisms  producing  the  acetic  acid  fermentation 
cannot  grow  ;  where  there  is  no  sugar  or  a  similar  substance 
present  the  saccharomyces  cannot  grow,  and  so  also  a  particular 
pathogenic  organism — the  bacillus  anthracis — cannot  grow  in 
the  living  tissues  of  the  living  pig,  dog,  or  cat,  but  grows  well 
in  those  of  rodents,  ruminants,  and  man  ;  the  bacillus  of 
swine-plague  grows  well  in  the  pig,  rabbit,  and  mouse,  but  not 
in  the  guinea-pig  or  man. 

Septic  organisms  differ  also  from  pathogenic  organisms  in 
this,  that  the  former  are  capable  of  growing  in  fluids  contain- 
ing only  simple  nitrogenous  compounds,  e.g.  tartrate  of  am- 
monia, whereas  pathogenic  organisms  require  more  complex 
combinations,  proteids,  or  allied  nitrogenous  substances.  Thus, 
for  instance,  in  Cohn's  and  Pasteur's  fluids  septic  micrococcus, 
bacteriimi,  and  bacillus  grow  well  and  copiously,  but  patho- 
genic organisms  absolutely  refuse  to  grow  in  them ;  even 
bacillus  anthracis,  which  appears  the  least  selective,  cannot 
make  a  start  in  it.  Some  organisms,  e.g.  tubercle-bacilli, 
require  the  most  complex  nitrogenous  compounds  ;  they  refuse 
to  grow,  for  instance,  in  broth  in  which  anthrax-bacilli,  bacilli 
of  swme-plague,  micrococcus  diphtheriticus  and  erysipelatous 
can  grow  well. 

All  septic  and  zymogenic  organisms  properly  so-called,  and 
described  m  former  chapters,  differ  in  this  essential  respect 
from  pathogenic  organisms,  that  the  former  two  absolutely 
refuse  to  grow  m  the  living  tissues  of  a  living  animal. 

As  was  stated  in  former  chapters,  it  is  not  at  all  uncommon 
to  find  masses  of  micrococci  in  tissues  which  during  the  Ufe  of 
the  subject  have  become  dead  or  necrotic,  or  so  severely 
changed  by  inflammation  or  otherwise  that  they  may  be  con- 
sidered as  practically  dead.  In  the  diseased,  necrotic,  'iutestinf, 
the  hver,  the  spleen,  in  abscesses,  in  the  subcutaneou.'^,  sub- 
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miicouf?,  or  parenchymatous  tissues,  masses  of  micrococci  have 
been  noticed  which  in  no  way  bear  any  intimate  relation  to 
disease,  merely  finding  in  the  dead  or  severely  diseased  tissues 
a  suitable  nidus  for  their  growth  and  multiplication.  But 
they  may  be  present  even  in  organs  which  show  no  severe 
disorganisation  ;  thus,  for  instance,  in  fatal  cases  of  small-pox, 
typhoid  fever,  pyaemia,  even  infantile  diarrhoea,  masses  of 
micrococci  may  be  found  in  and  around  the  blood-vessels  in 
the  liver  and  spleen.  In  all  these  cases  the  micrococci  are 
capable  of  growing,  because  o-wang  to  the  severe  general 
disorder  these  tissues  have  before  the  actual  death  of  the 
patient  lost  their  vitality,  and,  consequently,  are  vmable  to 
resist  the  immigration  and  settlement  of  the  micrococci.  Of 
the  same  character  are  the  masses  of  bacilli  one  meets  with 
sometimes  in  the  intestinal  wall,  liver,  and  mesenteric  glands 
after  death  from  severe  disorder  of  the  bowels,  e.g.  typhoid 
fever  and  dysentery.  I  cannot  for  a  moment  accept  the  view 
of  Klebs  and  Koch,  that  the  presence  of  the  bacilli  mentioned 
in  a  former  chapter  necessarily  stand  in  any  causal  relation  to 
typhoid  fever,  seeing  that  they  are  not  constant,  and  particularly 
that  they  are  found  in  organs  directly  connected  with  the 
intestines,  which  we  know  are  in  this  disease  in  an  intense 
state  of  disorganisation. 

The  question  arises  :  Where  do  the  micrococci  and  bacilli 
come  from  which  are  thus  capable  of  settling  in  a  disorganised 
tissue  even  during  the  life  of  the  subject  ?  There  can  be  no 
doubt  that  as  regards  the  intestinal  wall,  the  mesenteric  glands, 
the  liver,  and  the  spleen,  the  organisms  could  readily,  in  cases 
of  severe  disorganisation  of  the  intestine,  immigrate  from  the 
cavity  of  the  bowel,  Avhere  they  are  normally  present,  into 
the  wall  of  the  intestine,  and  moreover  be  absorbed  together 
with  the  products  of  disorganised  tissue  into  the  mesenteric 
lymphatic  glands,  the  liver,  and  the  spleen.  Further,  it  is  not 
difficult  to  explain  that  if  a  focus  of  inflammation  or  necrosis 
be  set  up  at  various  internal  places  in  consequence  of  emboli 
carried  from  an  inflammatory  focus  to  which  micrococci  or 
bacilli  from  the  outer  world  have  access,  e.g.  the  skin,  ali- 
mentary canal,  respiratory  organs,  these  internal  places  or 
metastases  would  harbour  the  same  organisms,  and  as  soon  «as 
disintegration — abscess,  caseation,  or  necrosis — takes  place  in 
these  metastases,  also  the  imported  organisms  would  _  multiply 
to  a  great  extent,  the  tissue  being  shut  out  from  the  circulation 
and  practically  dead. 

All  this  I  say  is  not  difficult  of  explanation  if  we  bear  in 
mind  that  the'  products  of  an  inflammatory  focus  to  which 
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organisms  have  ready  access  from  the  outer  ■world  become 
themselves  a  ready  nidus  for  these  organisms ;  and  when  some 
of  these  products  are  absorbed  and  taken  into  the  general 
circulation  to  act  as  emboli  and  thus  to  set  up  inflammation  in 
distant  regions,  the  organisms,  embedded  in  and  shielded  by 
those  products  from  any  destructive  action  the  living  blood  in 
the  circulation  may  be  capable  of  exerting,  are  thus  trans- 
ported to  the  new  foci  of  inflammation  and  disintegration, 
resulting  from  the  emboli.  All  this  is  self-evident,  and  does 
not  require  more  proof  than  what  is  already  known,  and  it 
follows  from  such  considerations  that  the  presence  of  micro- 
cocci and  bacilli  in  the  tissues  of  internal  organs  in  severe 
cases  of  disease,  when  some  of  the  organs  become  disorganised 
before  the  actual  death  of  the  body,  or  in  secondary  foci  of 
severe  inflammation  and  necrosis,  may  have  no  connection 
whatever  ■with  the  original  cause  of  the  disease  or  necrosis, 
may  be,  and  probably  are,  simply  due  to  a  transportation  and 
immigration  of  non-pathogenic  putrefactive  organisms. 

A  most  striking  case  of  this  kind  I  met  with  in  mice  dead 
of  swine-plague ;  the  bowels  were  severely  inflamed,  and  in 
the  liver  there  were  present  necrotic  patches,  an  almost 
constant  symptom  of  the  disorder  ;  in  such  necrotic  patches 
the  capillary  blood-vessels  are  sometimes,  not  always,  found 
distended  and  plugged  -with  the  zoogloea  of  putrefactive  micro- 
cocci, which  have  nothing  to  do,  specifically,  ■with  the  real 
disease  (see  a  former  chapter). 

The  ca-vity  of  the  alimentary  canal,  small  and  large  intestine, 
especially  the  latter,  contains  under  normal  conditions  in- 
numerable masses  of  putrefactive  micro-organisms.  These 
being  much  smaller  than  chyle-globules,  must  of  necessity 
become  as  easily  absorbed  as  the  latter  by  the  lacteals,  and  by 
these  are  carried  into  the  general  circulation ;  but  being  putre- 
factive they  are  imable  to  exist  in  the  normal  blood  and 
normal  tissues,  and  therefore  in  healthy  condition  perish. 
But  if  there  be  in  any  part  a  focus  of  disorganisation  they 
can  settle  there  and  propagate,  provided  they  get  there  through 
the  blood  m  a  living  condition.  Many  experiments  prove 
that  they  cannot  pass  unscathed  through  the  normal  healthy 
blood,  and  therefore  it  is  not  probable  that  they  would  reach 
such  a  focus  m  a  Uving  state  ;  but  let  them  be  well  inclosed 
m  a  solid  particle,  say  of  disorganised  tissue,  and  then  carried 
through  the  vascular  system,  and  we  can  quite  understand  that 
m  this  state,  i.e.  m  and  with  that  particle,  they  may  reach 
the  distant  focus  m  a  living  state,  and  if  in  this  focus  the 
conditions  are  favourable  for  their  growth,  e.g.  if  there  is 
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inflammation  and  necrosis,  we  may  expect  tliem  to  multinlv 
accordingly. 

It  is  now  admitted  by  most  competent  observers  tbat  in  the 
healthy  and  normal  state  the  blood  and  tissnes  contain  no 
micro-orgamsms  whatever,  and  that  the  assertions  to  the 
contrary  are  due  to  errors  in  the  experiment,  i.e.  to  accidental 
contamination.  I  will  on  this  point  merely  refer,  amongst 
™any  others,  to  the  observations  of  Watson  Cheyne  i  and 
-b.  W.  Zahn.2  Consequently  it  cannot  be  maintained  that  if 
m  any  focus  of  disintegration  micro-organisms  make  their 
appearance  they  are  derived  from  those  normally  present ;  we 
must,  on  the  contrary,  believe  that  putrefactive  organisms  can 
be  imported  from  parts  connected  with  the  outer  world  into 
distant  localities  in  which  disorganisation  of  tissues  has  taken 
place. 

It  is  clear  from  the  foregoing  that  after  death  micro-organisms 
will  readily  immigrate  into  the  various  tissues,  and  in  this  re- 
spect those  organs  situated  near  places  where  under  all  con- 
ditions micro-organisms  exist  will  be  the  first  to  be  invaded  by 
them  ;  e.g.  the  lungs,  from  micro-organisms  present  in  the 
bronchi  and  air-cells  derived  from  the  outer  air,  the  walls  of 
the  alimentary  canal,  the  mesenteric  glands,  the  peritoneal 
cavity,  the  liver,  and  the  spleen.  The  bacilli  possessed  of 
locomotion  are  particularly  to  be  mentioned  in  this  respect, 
but  other  non-motile  bacilli  and  micrococci  also  find  their  way 
into  these  organs ;  thus  Koch »  saw  only  a  few  hours  after 
death  bacilli  (non-motile)  present  in  the  blood  of  the  arteries 
of  a  healthy  person  who  had  died  by  strangidatiou. 

'  Patliological  Transactions,  vol.  xxx. 
^  Virehow's  Archiv,  vol.  xcv. 
3  Pathogene  M icro-organismen. 
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As  has  been  stated  in  the  preceding  chapter,  the  specific 
micro-organisms  have  the  great  differential  character  that  they 
are  capable  of  existing  and  propagating  themselves  in  healthy 
living  tissues.  In  those  species  in  which  the  complete  series 
of  proofs  has  been  furnished  to  establish  the  fact  that  the 
micro-orgamsms  are  intimately  associated  with  the  cause  of 
the  malady  {e.g.  malignant  anthrax,  tuberculosis,  swine-plac^ue 
erysipelas),  m  which  it  has  been  shown  beyond  doubt  •  (a)  that 
an  animal  suffering  from  the  malady  contains  in  definite  dis- 
tribution the  particular  micro-organism,  {h)  that  the  micro- 
organisms cleared  by  successive  artificial  cultures  from  any 
adhermg  hypothetical  chemical  virus,  when  introduced  into  a 
suitable  animal  produce  the  malady,  (c)  that  every  such 
attected  ammal  contains  the  micro-organism,  in  the  same  dis- 
tribution and  relation  to  the  diseased  organs  as  the  original 
animal  dead  after  disease-in  those  instances,  I  say,  the  only 
way  of  understanding  the  effect  of  the  micro-organ  sms  is  to 
frX!:7-^f  1/ actually  the  case,  that  the  micro-Srganisms  in- 
troduced into  the  hvmg  tissue  go  on  multiplying,  and  directly 

be  Tttdif  1  '^''T'''^^^'  by  theif  products,  as  wiU 
be  stated  below  produce  certain  definite  disorders  in  the 
different  parts  In  the  most  favourable  cases  (anthrax,  tuber- 
culosis), a  smgle  organism  introduced  into  a  suitable  ocalitv 

of  introduction  of  the  organism  into  the  body  (bloSd'  sSn 
'  Injeetionslerankheitcn,  loc.  cit.  ' 
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or  mucous  membranes,  subcutaneous  tissue,  lungs,  alimentary- 
canal)  and  tbe  production  of  the  new  brood  large  enough  to 
produce  a  definite  effect  locally  or  generally,  corresponds  to 
the  incubation-period  of  the  disease,  and,  as  is  Avell  known, 
there  is  in  this  respect  a  great  difference  in  the  dilTerent 
diseases.  Thus  in  anthrax  the  introduction  of  the  bacilli  into 
tlie  subcutaneous  tissue  of  a  suitable  animal  is  followed  after 
from  sixteen  to  twenty-four  hours  or  more  by  a  local  effect 
(oedematous  swelling),  and  a  few  hours  after  by  general  consti- 
tutional illness,  wlien  bacilli  can  as  a  rule  he  found  in  the 
blood.  On  the  other  hand,  in  tuberculosis  after  the  introduc- 
tion of  the  bacilli  iuherculosis  into  the  subcutaneous  tissue, 
the  nearest  lymph-glands  show  the  first  signs  of  swelling  and 
inflammation  after  one  week  or  even  later,  and  the  general 
disease  of  the  internal  viscera  does  not  follow  until  one,  two,  or 
more  weelcs  have  elapsed.  This  is  also  borne  out  by  observa- 
tions of  the  behaviour  of  these  bacilli  in  artificial  cultures ; 
whereas  a  suitable  material  inoculated  with  the  bacillus 
anthracis  and  kept  at  the  temperature  of  the  animal  body 
(38°  to  39°  C),  shows  alreadj^  after  twenty-four  hours  a  good 
crop  of  the  bacilli ;  in  the  case  of  the  tubercle-bacilli  the  first 
signs  of  a  new  brood  are  not  noticed,  as  Koch  has  pointed  out, 
and  as  I  have  had  in  several  instances  occasion  to  verify,  before 
ten  to  fourteen  days  have  passed. 

One  of  the  most  important  points,  and  the  most  difficult  of 
comprehension,  is  this  power  of  the  pathogenic  organisms  to 
resist  the  influence  of  the  healthy  tissues  of  the  living  animals, 
a  power  which  we  said  above  is  not  possessed  by  the  non- 
pathogenic organisms.  A  careful  analysis  shows  at  the  outset 
that  this  power  of  the  pathogenic  organisms  is  not  possessed  by 
them  indiscriminately,  for  while  a  particular  species  is  in  some 
animals  capable  of  overcoming  the  influence  of  the  living  tissue, 
i.e.  to  multiply  and  to  produce  the  particular  disease,  in  other 
animals  it  is  not  capable  of  doing  this,  and  hence  the  animal 
remains  unaffected— it  is  said  to  be  not  susceptible  to  the  disease. 
Thus,  for  instance,  the  bacillus  anthracis  when  introduced  into 
a  human  being,  or  a  herbivorous  animal,  is  capable  of  multiply- 
ing and  of  producing  anthrax,  whereas  in  carnivorous  animals 
and  even  in  the  omnivorous  pig  it  is  not  capable  of  doing  so. 
Or  again,  the  bacillus  of  swine-plague  while  capable  of  produc- 
ing the  disease  in  swine,  rabbits,  and  mice,  is  not  capable  of 
dotng  so  in  man,  bird,  the  guinea-pig,  or  carnivorous  animals 
Now,  where  are  we  to  look  for  this  difference  in  beha-\aour  ? 
The  'tissues  andjtticesof  a  pig  when  obtained  as  infusion  or 
otherwise  are  just  as.  good  a  nourishing  material  for  the  bacillus 
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anthracis  as  the  tissues  and  juices  obtained  from  a  herbivorous 
animal    artificial  cultures  of  the  former  and  of  the  latter 
behave  in  exactly  the  same  manner,  both  as  regards  coj^iousness 
of  growth  and  virulence  of  the  bacilli.    Again,  artificial  cultures 
of  the  bacillus  of  swine-plague  made  in  juice  of  the  tissues  of 
the  guinea-pig  or  fowl  are  exactly  the  same  as  those  made  of 
the  juice  of  the  tissues  of  a  rabbit  or  jDig.    The  tissues,  there- 
fore, per  se  cannot  be  said  to  possess  any  inimical  action  on  the 
organisms.    The  living  condition  per  se  can  also  not  have  this 
power,  since  we  see  that  the  power  to  overcome  the  influence 
of  tlie  li\Tng  tissue  is  precisely  the  great  distinguishing 
character  of  pathogenic  organisms.    There  remains,  therefore, 
only  one  thing,  that  is  that  there  is  something  or  other  present 
in  a  particular  tissue  to  which  this  latter  owes  its  immunity, 
and  this  something  must  of  necessity  be  connected  with  the 
tissue  while  alive,  as  we  said  before.    Now,  the  life  of  the 
tissue  in  the  pig  cannot  be  different  from  that  of  the  mouse,  if 
by  Hfe  is  understood  the  function  of  the  tissue,  the  connexion 
with  the  vascular  and  nervous  system,  and  all  the  rest  of  it. 
The  subcutaneous  connective  tissue  has  no  different  function, 
no  different  relation  to  the  vascular  and  nervous  system  in  the 
pig  from  what  it  has  in  the  mouse,  and  nevertheless  we  find 
that  it  behaves  so  differently  in  the  two  cases  towards  the 
bacillus  anthracis.    This  something  then,  which  inhibits  the 
growth  and  multiplication  of  the  bacillus  anthracis  in  the 
tissue  of  the  pig  but  not  in  the  mouse,  must  be  something 
which,  although  dependent  on  the  life  of  the  tissue,  is  not 
identical  with  any  of  the  characters  constituting  the  life  of  the 
tissue,  but  must  be  some  product  of  that  life.    To  assume  then 
as  is  done  by  some  observers,  that  the  living  state  of  the  cells 
per  se_  is  the  inhibitory  power  does  not  cover  the  facts,  as  we 
have  just  shown.    The  most  feasible  theory  seems  to  me  to  be 
this,  that  tliis  inhibitory  power  is  due  to  the  presence  of  a 
chemical  substance  produced  by  the  living  tissues.    It  does  not 
require  any  great  effort  to  conceive,  and  it  does  not  seem  at  all 
improbable,  that  the  blood  and  tissues  of  the  pi*/  contain 
certain  chemical  substances  which  are  not  present  in  the 
mouse,  substances  which  like  so  many  others  chemistry  is  not 
yet  capable  of  demonstrating.    But  that  there  exist  vast  and 
gross  differences  m  the  chemical  constitution  of  the  blood  and 
tissues   of  different  species  of  animals  there  can  be  no 
reasonaljle  _  doubt ;  it  is  a  fact  with  which  physioloo'ical 
chemistry  is  quite  familiar.  .  ° 

We  arrive  then,  after  all  this,  at  the  conclusion  that  owino 
to  the  presence  m  the  blood  and  tissues  of  particular  chemical 
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substances,  present  only  during  life,  and  a  result  of  the  life  of 
the  tissue,  the  organisms  in  a  particular  case  cannot  thrive  and 
produce  the  disease.  And  further,  that  for  each  particular 
species  of  organism  there  is  a  particular  chemical  substance 
required  to  exert  this  inhibitory  power,  for,  as  we  have  seen, 
while  the  anthrax -bacillus  is  not  capable  of  thriving  in  the  pig, 
it  does  well  in  the  guinea-pig,  while  the  bacillus  of  swine - 
plague  thrives  well  in  the  pig,  it  does  not  in  the  guinea-pig. 
The  incapability  of  non-pathogenic  organisms  to  thrive  in 
healthy  living  tissues  would  on  this  theory  be  explained 
by  the  assumption  that  these  chemical  substances  present  in 
every  healthy  living  tissue  are  inimical  to  all  putrefactive 
organisms. 

What  we  have  said  hitherto  refers  only  to  the  healthy  living 
tissues.  It  is  quite  possible  to  imagine  that,  owing  to  the 
presence  of  a  particular  chemical  substance  in  the  healthy 
living  tissue,  a  pathogenic  organism  is  not  able  to  thrive  in  a 
particular  animal  ;  but  under  certain  abnormal  conditions, 
when  for  instance  owing  to  a  diseased  or  altered  state  of  the 
tissue  that  substance  is  absent,  the  organism  might  be  enabled 
to  exist  and  multiply  and  to  produce  the  disease.  Supposing 
it  to  be  true  that  a  person  so  long  as  he  is  healthy  and  well  is 
able  to  successfully  withstand  the  growth  of  a  particular 
pathogenic  organism,  he  is  then  unsusceptible  to  the  disease  ; 
but  we  can  imderstand  that  if  the  alimentary  canal  or  the 
lungs  be  diseased,  then  the  organism  passing  into  the  bowels 
by  ingestion  or  into  the  lungs  by  inspiration  would  find  there 
a  tissue  in  which  the  necessary  inhibitory  substance,  present  in 
the  healthy  state,  might  be  absent,  and  the  organism  would  be 
capable  of  thriving  and  of  producing  the  disease. 

The  next  point  to  consider  is  the  relation  of  the  specific 
micro-organism  to  the  essence  of  the  disease,  or  in  other  words 
the  question  whether  the  organism  itself  is  the  virus  or  whether 
this  latter  is  the  product  of  the  former,  something  in  the  same 
way  as  the  septic  ferment  is  the  product  of  the  putrefactive 
^  organisms  ? 

That  the  virus  in  the  infectious  diseases  is  intimately  con- 
nected with  the  organisms  is  proved  by  the  fact,  that  the  virus 
introduced  into  the  body  multiplies  ad  mfinitum  ;  for  instance, 
in  anthrax  or  tuberculosis  after  the  introduction  of  an  mfini- 
tesimal  dose,  we  find  the  disease  (maligant  anthrax  or  general 
tuberculosis  respectively)  sets  in  in  its  virulent  form  ;  ni  the 
first  case  everv  drop  of  blood  teems  with  the  bacillus  anthracis  ; 
in  the  second"  (tuberculosis)  every  tuberculous  caseous  particle 
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in  the  lymph-glands,  lungs,  spleen,  and  liver  contains  the 
bacilli :  in  both  instances  crops  of  the  bacilli  are  produced  m 
the  afflicted  body,  and  every  particle  of  the  tissue  containing 
the  bacUli  is  capable  of  starting  the  disease  when  introduced 
into  a  fresh  subject.  Moreover  the  artificial  cultures  ot  tne 
pure  bacilli  are  possessed  of  the  same  pathogenic  powei-. 
The  same  holds  good  for  leprosy,  for  erisypelas,  for  swme- 
plague,  &c.  So  that  the  proposition  that  the  organisms  are 
intimately  connected  with  the  virus  must  be  considered  as  well 
GsttiblisliGcl* 

But  even  after  this  it  remains  an  open  question  whether  the 
organism  is  identical  mth  the  virus,  or  whether  the  organism 
is  concerned  in  elaborating  the  virus— a  sort  of  ferment  ;  and 
further,  whether  the  virus  being  the  latter's  product,  is  obtain- 
able apart  from  the  organism. 

Let  us  start  with  the  proposition  that  the  virus  is  a  product 
of  the  organism,  a  sort  of  non-organised  ferment,  but  not  the 
organism  itself,  although  this  latter  is  essential  for  the  creation 
of  the  latter. 

Inoculating  a  few  bacilli  anthracis  into  the  subcutaneous 
tissue  of  a  suitable  animal,  e.g.  a  gviinea-pig,  we  find  after 
twelve  to  twenty-four  hours  the  first  indications  of  Ulness, 
consisting  in  a  local  swelling  and  a  general  rise  of  the  body- 
temperature.  At  this  time  there  are  present  in  the  local 
swelling  bacilli,  but  only  in  small  numbers  ;  in  the  blood  the 
bacilli  are  very  scarce  indeed,  so  scarce  that  it  is  difficult  to 
meet  with  one  bacUlus  in  an  appreciable  quantity  of  blood. 
By  this  time  then  the  bacilli  could  not  have  produced  the 
change  by  their  "numbers"  alone.  Immediately  before 
death,  sometimes  some  hours,  we  find  in  most  instances 
the  blood  teeming  with  the  baciUi,  but  this  is  by  no  means 
in  all  cases ;  I  have  seen  a  considerable  number  of  deaths 
from  typical  anthrax  in  the  mouse,  guinea-pig,  rabbit,  and 
sheep,  occurring  from  forty-eight  to  sixty  hours  after  inocula- 
tion, in  which  the  number  of  bacilli  of  the  blood  and  tissues 
was  extremely  small  ;  they  were  present,  but  only  here  and 
there  was  there  one  to  be  found.  That  the  bacilli  are  present 
some  hours  before  death  in  the  shape  of  spores,  as  has  been 
maintained  by  Archangclski,  I  have  disproved  in  a  former 
chapter.  In  those  cases  in  which  the  bacilli  are  scarce  even 
in  arliculo  mortis  and  immediately  after  death,  the  scarcity  is 
not  due  to  the  bacilli  having  already  degenerated,  since  the 
degenerating  bacilli  are  not  noticeable  in  any  way  in  these 
instances.  It  remains  then  to  assume  that  death  occurs  in 
these  cases  not  owing  to  the  presence  of  the  bacilli  in  numbers  ; 
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that  is  to  say,  that  it  is  neither  owing  to  their  appropriating 
from  the  blood-corpuscles  the  available  oxygen  necessary  for 
their  multiplication  (Bollinger)  and  thus  producing  death  by 
asphyxia,  nor  to  their  mechanical  effect  in  plugging  up  the 
capillaries  of  vital  organs,  a  theory  upheld  by  some  oljservers 
from  the  fact  that  in  most  cases  the  capillaries  appear  filled  with 
tlie  bacilli,  and  in  some  cases  in  extensive  regions,  lung,  kidney, 
and  spleen,  the  capillaries  are  almost  occluded  by  the  bacilli. 
We  must  assume,  then,  that  although  as  a  rule  immediately 
before  death  all  the  conditions  are  present  to  enable  the  bacilli 
to  multiply  readily  and  to  produce  a  large  crop,  this  is. not 
necessarily  connected  with  the  cause  of  death,  being  in  fact  in 
consequence  of  the  animal  being  in  articulo  mortis  ;  but  that 
the  immediate  cause  of  death  is  the  chemical  alteration 
produced  by  the  bacilli  in  the  blood  and  tissues.  For  pro- 
ducing this  effect  it  is  not  necessary  to  have  more  than  a  certain 
number  of  the  bacilli.  As  soon  as  this  number  is  reached 
death  follows.  The  same  may  be  said  of  other  pathogenic 
organisms.  Thus  for  instance  in  the  case  of  tubercle-bacilli, 
after  the  introduction  of  these  into  the  subcutaneous  tissue  of 
a  guinea-pig,  multiplication  takes  place,  and  after  they  reach  a 
certain  number,  the  nearest  lymph-glands  become  swollen  and 
inflamed  and  then  caseous  ;  but  this  stands  in  no.  relation  to 
the  number  of  the  bacilli,  for  in  some  instances  the  micro.5copic 
examination  reveals  only  very  few  bacilli,  they  are  scattered  in 
very  small  numbers  over  very  wide  areas.  And  the  same  is 
observed  in  the  tuberculous  deposits  of  the  internal  organs. 
In  some  of  them  the  bacilli  are  exceedingly  scarce,  while  in 
others  neither  more  nor  less  advanced  they  are  numerous. 
Here  also  we  must  assume  that  as  soon  as  a  certain,  perhaps 
even  small,  number  of  the  bacilli  has  been  produced  the 
chemical  effect  produced  is  siafficient  to  be  the  cause  of  a 
certain  pathological  change.  In  glanders,  the  nodules  in  the 
skin  and  lung  reveal  sometimes,  even  under  the  most  careful 
examination  after  approved  methods,  the  presence  of  but  very 
few  bacilli.  In  swine-plague,  in  the  lungs,  whicli  in  severe 
cases  are  enormouslj^  affected,  sometimes  only  very  fcAV  of  the 
pathogenic  organisms  can  be  discovered.  It  follows  then  that 
the  pathological  condition  brought  about  by  the  organisms  is 
not  due  to  the  direct  action  of  their  numbers  ;  but  is  an  indirect 
seqiTence,  brought  about  by  definite  chemical  alterations  in  the 
blood  or  tissues  as  the  case  may  be. 

In  this  we  may  assume  two  theories  as  possible  :  {a)  It  is 
possible  that  these  chemical  effects  are  produced  by  the 
presence  and  growth  of  the  organisms,  as  truly  as  in  the 
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alcoholic  fermentation  of  sugar  tlie' alcohol  prodncecl  is  a  result 
of  the  presence  of  the  saccharomyces  ;  this  is  only  in  so  far  a 
product  of  the  organism  as  this,  in  its  multiplication,  assimilates 
some  molecules  of  carbon  and  hydrogen,  which  it  abstracts 
from  the  sugar,  and  in  consequence  of  which  the  sugar  yields 
alcohol ;  but  it  is  not,  as  it  were,  a  secretion  of  the  organism,  a 
special  ferment,  {b)  But  it  is  likewise  possible  that  the 
organism  elaborates  a  special  ferment,  which,  after  a  certain 
araount  has  been  produced,  sets  up  the  particular  pathological 
changes.  From  these  considerations  it  follows  that  the  virus 
cannot  be  considered  independent  of  the  organism  ;  we  cannot 
assume  that  the  two  can  be  separated  from  one  another  ;  for,  as 
we  have  just  now  shown,  the  most  feasible  assumption,  and  the 
one  borne  out  by  observation,  is  that  owing  to  the  multiplication 
of  the  organisms,  certain  chemical  changes  are  produced  in  the 
blood  and  tissues,  or  that  a  special  ferment  is  created,  which 
sets  up  the  anatomical  changes  characteristic  of  the  particular 
disease. 


CHAPTER  XX. 


YACCINATION  AND  IMMUNITY. 

We  have  in  the  foregoing  chapter  tried  to  show  that  owing 
to  the  presence  in  the  normal  blood  and  tissues  of  a  living 
animal  of  some  chemical  substances  varying  in  the  different 
species,  and  inimical'  to  particular  pathogenic  organisms,  the 
latter,  when  introduced  into  the  tissues  of  the  particular 
species,  cannot  thrive,  and  that  it  is  for  this  reason  that  the 
animal  is  not  susceptible  to  the  corresponding  disease.  Now, 
how  do  we  explain  the  fact  that  a  human  being  or  an  animal 
having  been  once  the  subject  of  a  particular  infectious  disease, 
becomes  thereby  in  some  cases  unsusceptible  to  a  second 
attack  ?  The  oldest  and  perhaps  the  most  favoured  theory  to 
explain  this  immunity  is  that  which  assumes  that  during  the 
first  attack  the  organisms  growing  in  the  body  consume,  or 
are  instrumental  in  eliminating  or  destroying,  some  chemical 
compound  necessary  for  the  existence  and  multiplication  of 
the  organism.  As  soon  as  this  substance  has  become  consumed 
or  destroyed  the  organisms  cannot  further  multiply,  and 
therefore  the  disease  ceases  ;  and  further,  that  owing  to  the 
subsequent  absence  of  this  same  chemical  compound,  a  new 
infection  by  the  same  organisms  is  not  possible,  i.e.  the  indi- 
vidual is  protected.  Thus  this  theory  puts  the  case  on  a  level 
with,  say,  the  relation  of  the  saccharomyces  to  the  alcoholic 
fermentation ;  as  long  as  a  solution  contains  sugar,  the 
saccharomyces  is  capable  of  multiplying,  but  as  soon  as  all 
the  sugar  has  disappeared  as  such,  i.e.  has  become  split  up 
into  alcohol  and  carbonic  acid,  the  fermentation  ceases,  the 
solution  being  now  exhausted  as  regards  the  saccharomyces  ;  a 
new  charge  of  saccharomyces  put  into  the  solution  is  not 
capable  of  multiplication.  This  theory,  then,  to  explain  the 
immunity,  is  generally  spoken  of  as  the  Exhaustion  Theoi-y. 
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On  careful  analysis,  it  will  be  found  that  it  is  not  capable  of 
explaining  all  the  facts  of  the  case.  As  we  mentioned  in  a 
former  chapter,  cattle  inoculated  with  blood  of  a  guinea-pig 
dead  of  anthrax  become  affected  with  anthrax,  which,  although 
not  fatal,  is  nevertheless  sometimes  very  severe.  The  animal 
recovers,  and  is  now,  for  a  time  at  least,  protected  against  a 
second  attack.  But  there  is  absolutely  no  ground  for  the 
assumption  that  if  an  infusion  of  the  tissues  of  this  animal 
were  made,  the  bacillus  anthracis  sown  in  it  would  not  thrive 
luxuriantly,  seeing  that  bacillus  anthracis  grows  on  almost 
anything  that  contains  a  trace  of  proteids.  Similarly  when  of 
the  tissues  of  a  guinea-pig,  or  mouse  or  rabbit,  dead  of  anthrax, 
an  infusion  is  made,  and  this  is  used  as  nourishing  material 
for  bacillus  anthracis  in  artificial  cultures,  it  is  found  that 
these  latter  thrive  splendidly.  The  same  fact  I  have  observed 
in  the  case  of  swine-plague.  There  is  then  no  reason  whatever 
for  assuming  that,  after  one  attack  of  illness,  the  blood  and 
tissues  become  an  imfavourable  soil  for  a  second  invasion  of 
the  same  organism,  and  that  this  should  be  due  to  the  exhaus- 
tion of  some  necessary  chemical  compound. 

There  is  another  theory,  commonly  spoken  of  as  the  Anti- 
dote Theory  (Klebs).  According  to  this,  the  organisms 
growing  and  multiplying  in  the  body  during  the  first  attack 
produce,  directly  or  indirectly,  some  substance  which  acts  as  a 
sort  of  poison  against  a  second  immigration  of  the  same 
organism.  I  am  inclined  to  think  that  this  theory  is  in 
harmony  with  the  facts.  There  is  nothing  Imown,  from  the 
observations  before  us,  which  would  negative  the  possibility 
of  the  correctness  of  this  theory  ;  nay,  I  would  almost  say  all 
our  knowledge  of  the  life  of  the  micro-organisms  points  to  the 
conclusion  that  the  different  species  are  associated  with 
different  kinds  of  chemical  processes,  and  that  as  a  result  of 
the  activity  we  find  different  chemical  substances  produced. 

The  different  fermentations  connected  with  the  different 
species  of  fungi  afford  striking  illustrations  of  this  view. 
According  to  this  theory,  we  can  well  understand  that— just 
as  in  the  case  of  an  animal,  say  a  pig,  unsusceptible  to  anthrax 
— the  unsusceptibility  being  due  to  the  presence  in  the  blood 
and  tissues  of  a  particular  chemical  substance  inimical  to  the 
growth  of  the  bacillus  anthracis— so  also  in  the  case  of  a  sheep 
or  ox  that  has  once  passed  through  anthrax — there  is  now 
present  in  the  blood  and  tissues  a  chemical  substance  inimical 
to  the  growth  and  multiplication  of  the  baciUus  anthracis 
whereby  these  animals  become  possessed  of  immunity  against 
a  second  attack  of  anthrax. 
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Whether  this  chemical  substance  has  been  elaborated  di- 
rectly by  the  bacilli,  or  whether  it  is  a  result  of  the  chemical 
processes  induced  in  the  body  by  the  bacilli  during  the  first 
illness,  matters  not  at  all ;  it  is  only  necessary  to  assume  that 
the  blood  and  tissues  of  the  Living  animal  contain  tliis  chemical 
substance. 

Some  observers  (Grawitz,  &c.)  are  not  satisfied  with  this 
theory,  but  assume  that  owing  to  the  first  attack  the  cells  of 
the  tissues  so  change  their  nature  that  they  become  capable  of 
resisting  the  immigration  of  a  new  generation  of  the  same 
organism.  There  is  absolutely  nothing  that  I  know  of  in 
favour  of  such  a  theory  ;  it  is  impossible  to  imagine  that  the 
cells  of  the  connective  tissues,  of  the  blood  and  of  other 
organs,  owing  to  a  past  attack  of  scarlatina,  become  possessed 
of  new  functions  or  of  some  new  power,  as,  for  instance,  a 
greater  power  of  oxidising  or  the  like.  Connective  tissue-cells, 
blood-corpuscles,  liver-cells,  and  other  tissues  are,  so  far  as  we 
know,  possessed  of  precisely  the  same  characters  and  fimctions 
after  an  attack  of  scarlatina  as  before. 

On  the  whole  then,  we  may,  it  seems,  take  it  as  prob- 
able, that  owing  to  the  presence  in  the  normal  blood  and 
tissues  in  a  living  animal  of  a  chemical  substance  inimical  to 
the  growth  of  a  particular  micro-organism,  this  animal  is  un- 
susceptible to  the  disease  dependent  on  the  growth  and  multi- 
plication of  this  micro-organism  ;  and  further,  that  in  those 
infectious  maladies  in  which  one  attack  gives  immunity  against 
a  second  attack  of  the  same  kind,  one  attack  produces  a 
chemical  substance  in  the  blood  and  tissues  which  acts 
inimically  to  a  new  immigration  of  the  same  organism  ;  hence 
the  animal  becomes  unsusceptible  to  a  new  attack,  or  is  "pro- 
tected." This  is  not  the  case  with  all  infectious  maladies,  for, 
as  is  well  known,  in  a  good  many  instances  a  single  attack  does 
not  protect  against  a  second  ;  and,  as  is  also  well  kno-mi,  a  first 
attaclc  may  protect  but  only  for  a  limited  period,  or  for  a  period 
greatly  differing  in  difi'erent  indiA^iduals.  All  this  would  be 
explained  by  our  theory  in  the  same  Avay  as  it  is  explained  by 
the  other  theories  ;  viz.,  when  one  attack  does  not  protect,  no 
inhibitory  chemical  substance  has  been  produced  ;  wliile  in 
tliose  diseases  in  which  one  attack  does  protect  only  for  a 
limited  period,  the  necessary  inhibitory  substance  has  only 
lasted  for  a  limited  period,  and  so  on. 
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In  former  chapters  we  have  on  several  occasions  mentioned 
that  a  variety  of  substances  and  conditions  are  capable  of 
exerting  a  detrimental  influence  on  the  life  and  growth  of 
micro-organisms.  Amongst  these  are — The  presence  of  certain 
substances  in  the  nutrient  soil,  the  temperature,  and  some 
chemical  products,  such  as  those  belonging  to  the  aromatic 
series,  phenol,  indol,  slcatol,  &c.  The  presence  of  certain 
substances  in  the  nourishing  material  is,  as  we  have  seen,  an 
essential  condition,  cceteris  paribufi,  for  the  growth  and  multi- 
plication of  micro-organisms.  Thus  pathogenic  organisms 
cannot  thrive  in  an  acid  medium,  they  cannot  thrive  if  proteids 
or  allied  compounds  and  certain  inorganic  salts  are  absent ; 
putrefactive  aud  zymogenic  organisms,  on  the  other  hand,  or, 
at  any  rate,  souie  of  them,  are  capable  of  thriving  well  in 
acid  uiedia  {e.g.  the  bacillus  subtilis  in  acid  hay-infusion, 
the  micrococcus  urecE  in  acid  urine).  Further,  many  (not  all) 
pathogenic  organisms  canuot  thrive  unless  they  are  exposed  to 
a  certain  degree  of  warmth  ;  they  thrive  best  at  blood-heat, 
while  putrefactive  and  many  zymfjgenic  organisms  thrive  well 
at  ordinary  temperatures,  though  of  course  their  growth  is 
more  rapid  at  higher  temperatures,  such  as  30'— 38°  C.  Heat 
above  .50^  or  60°  C.  arrests  the  growth  of  and  even  kills  many 
organisms,  except  the  spores  of  bacilli,  which,  as  we  find  on  a 
former  page,  survive  even  when  exposed  to  the  temperature  of 
boihng  water  for  several  minutes.  The  presence  of  carbolic 
acid,  phenol,  thymol,  salicylic  acid,  perchloride  of  mercury, 
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&c.,  prevent  even  when  in  great  dilution  the  growth  of  micro- 
organisms. 

In  any  inquiry  into  the  influence  of  one  substance  or 
another  on  micro-organisms  it  is  necessary  to  bear  in  mind 
that  the  influence  of  certaia  conditions  on  the  micro-organisms 
may  be  a  twofold  one  :  (1)  the  condition  may  be  unfavourable 
to  the  growth  of  the  organism  in  question,  and  (2)  the  con- 
dition may  be  fatal  to  the  life  and  existence  of  it.  The  second 
condition  involves,  a  fortiori,  the  first  ;  but  the  reverse  is  not 
the  case.  Owing  to  the  failure  to  distinguish  between  these 
two  propositions  a  great  deal  of  confusion  has  arisen  on  the 
subject.  One  hears  constantly  this  or  that  substance  is  an  "  an- 
tiseptic," meaning  by  this  a  substance  inimical  to  the  growth 
of  micro-organisms,  or  a  substance  is  a  "  germicide,"  imjjlying 
by  this  that  this  substance  kills  the  organisms  ;  but  when  one 
comes  to  analyse  the  observations  that  are  said  to  establish 
this  reputation  for  a  particular  substance,  one  finds  that  the 
substances  in  question  are  really  only  detrimental  to  the 
growth  of  the  organisms. 

By  sowing  any  micro-organism  into  a  nourishing  medium, 
to  which  has  been  added  a  certain  substance  {e.g.  carbolic  acid 
to  the  amount  of  1  per  cent.),  and  exposing  this  medium  to 
the  conditions  of  temperature,  moisture,  &c.,  otherwise  favour- 
able to  the  growth  of  the  organism,  if  we  find  that  after  the 
lapse  of  a  due  period  the  growth  is  retarded  or  altogether 
inhibited,  the  conclusion  is  drawn  that  this  substance  (^nz.,  the 
carbolic  acid  of  1  per  cent.)  is  an  antiseptic.  There  is  nothing 
more  fallacious  than  this  method  of  reasoning  ;  a  great  many 
micro-organisms  can  be  exposed  to  a  1  per  cent,  solution  of 
carbolic  acid  for  hours  without  in  the  least  being  aff'ected,  for 
on  being  then  transferred  to  a  suitable  nourishing  medium 
they  grow  and  thrive  well.  Similarly  by  placing  the  spores 
of  bacillus  anthracis  in  a  proteid  medium  containing  per- 
chloride  of  mercury  of  the  strength  of  1  in  300,000,  it  is 
found  (as  Koch  has  shown)  that  the  spores  are  absolutely 
incapable  of  germinating.  But  if  from  this  the  conclusion  is 
drawn,  that  perchloride  of  mercury  of  the  strength  of  1  in 
300,000  is  a  germicide,  I  should  most  strongly  dissent,  for 
perchloride  of  mercury  even  of  the  strength  of  1  per  cent,  is 
not  a  germicide  any  more  than  vinegar  ;  for  on  placing  the 
spores  of  bacillus  anthracis  in  a  proteid  medium,  to  which  so 
much  vinegar  or  any  other  acid  has  been  added  as  makes 
it  decidedly  acid,  it  \n\\  be  found  that  the  spores  do  not 
germinate. 
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In  order  to  pronounce  a  certain  substance  an  antiseptic  iii 
the  strict  sense  of  the  word,  it  is  necessary  to  place  the  organisms 
in  this  substance  for  a  definite  time,  then  to  remove  them 
thence,  and  to  place  them  in  a  suitable  nourishing  medium  ;  if 
they  then  refuse  to  grow  the  conclusion  is  justified  that  the 
exposure  has  injured  or  destroyed  the  life  of  the  organisms. 
In  the  case  of  pathogenic  organisms  a  substance  to  be  pro- 
noimced  a  germicide  must  be  shown  to  have  this  power,  that 
when  the  organism  is  exposed  to  the  substance  and  then 
introduced  into  a  suitable  artificial  medium  it  refuses  to  grow  ; 
and  it  must  also  be  shown  that  when  introduced  into  a  suitable 
animal  it  is  incapable  of  producing  the  disease  which  the 
same  organism,  unexposed  to  the  substance  in  question,  does 
produce. 

I  have  made  a  good  many  observations  on  the  influence  of 
antiseptics  on  micro-organisms,  both  putrefactive  and  patho- 
genic, and  I  have  found  that  many  assertions  hitherto  made  on 
this  subject,  treated  in  the  above  light,  are  absolutely  imtrust- 
worthy  and  erroneous. 

Various  species  of  putrefactive  micrococci,  bacterium  termo, 
bacillus  subtilis,  various  pathogenic  micro-organisms,  as 
bacillus  anthracis,  bacillus  of  swine  fever,  absolutely  refuse  to 
grow  in  media  to  which  is  added  phenyl-propionic  acid,  or 
phenyl-acetic  acid,  to  an  amount  so  small  as  1  in  1,600  ;  but  if 
the  same  organisms  are  exposed  to  these  substances  in  much 
stronger  solutions,  1  in  800,  1  in  400,  or  even  1  in  200,  and 
then  transferred  to  a  suitable  nourishing  material,  it  is  found 
that  they  have  completely  retained  their  vitality,  they  multiply 
as  if  nothing  had  been  done  to  them.  I  have  exposed  the 
spores  of  bacillus  anthracis  to  the  above  acids  of  the  strength 
of  1  in  200  for  forty-eight  hours  and  longer,  and  then  ino- 
culated guinea-pigs  with  them,  and  I  found  that  the  animals 
died  of  typical  anthrax  in  exactly  the  same  way  as  if  they 
had  been  inoculated  with  pure  spores  of  the  bacillus  anthracis. 

Koch  Las  published  a  large  series  of  systematic  and  most 
valuable  observations  i  made  in  testing  the  influence  on  spores 
of  bacillus  anthracis  of  a  large  number  of  antiseptics  (thymol, 
arsenate  of  potassium,  turpentine,  clove-oil,  iodine,  hydrochloric 
acid,  permanganate  of  potassium,  eucalyptol,  camphor,  quinine, 
salicyUc  acid,  benzoic  acid,  and  many  others),  and  amongst 
them  he  found  perchloride  of  mercury  to  be  the  most  powerful, 
since  even  a  solution  of  1  in  600,000  is  capable  of  impeding, 
one  of  1  in  300,000  of  completely  checking,  the  germinating 
'  MiUhcil.  aus  d.  k.  Oemudheilsamtc,  Berlin,  1881. 
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power  of  the  spores.  To  regard  these  substances,  from  these 
observations,  in  any  way  as  antiseptics  for  the  spores  of  bacillus 
anthracis  would  be  no  more  justifiable  than  to  consider 
weak  vinegar  as  such.  Perchloride  of  mercury  in  a  solution  of 
1  in  300,000  is  no  more  capable  of  interfering  with  the  life  and 
functions  of  the  spores  of  bacillus  anthracis  than  water  or 
salt  solution,  for  the  spores  may  be  steeped  in  this  solution  for 
any  length  of  time,  and  yet  on  being  transferred  to  a  suitable 
medium  they  grow  and  multiply  splendidly,  and  when 
inoculated  into  rodents  they  produce  fatal  anthrax  with 
absolute  certainty.  With  my  friend  Dr.  Blyth,  Medical  Officer 
of  Health  for  the  Marylebone  district  in  London,  I  have  tried 
the  action  of  a  number  of  substances  in  common  use  as 
antiseptics  {e.g.  Calvert's  fluid,  pure  terebene,_  phenol  10  per 
cent.,  perchloride  of  mercury  1  per  cent.)  on  the  spores  of 
bacillus  anthracis,  exposing  these  in  comparatively  large 
quantities  of  the  above  fluids  (the  two  being  well  mixed)  for 
twenty-four  hours,  and  then  inoculating  guinea-pigs  with  them 
(spores  and  antiseptic).  The  animals  died  with  symptoms  of 
typical  anthrax,  the  blood  teeming  with  the  bacillus  anthracis. 

These  substances  then  are  no  more  antiseptics,  and  still  less 
germicides  for  the  spores  of  bacillus  anthracis,  than  water  is. 

In  all  these  inquiries,  particularly  in  those  upon  j^athogenic 
organisms  capable  of  forming  spores,  the  influence  of  the 
substances  must  be  judged  not  merely  by  their  action  on  the 
organisms,  but  also  on  the  spores  ;  for,  in  this  very  case  of  the 
bacillus  anthracis,  the  bacilli  taken  from  the  blood  of  an 
animal  dead  of  anthrax  are  killed  after  an  exposure  of  say  ten 
minutes  to  a  solution  of  phenyl-propionic  acid  of  the  strength 
of  1  in  400,  or  even  1  \x\  800,  whereas  the  sj^ores  of  the  Ijacilli 
(ijroduced  in  artificial  cultures)  withstand  completely  exposure 
to  this  acid  of  any  strength  and  for  any  length  of  time. 

It  is  not  my  object  to  pass  here  in  review  all  that  has  been 
done  in  this  interesting  field  of  research,  important  because  of 
its  obviously  great  practical  importance.  The  work  hitherto 
done  has  been  enormous,  but,  I  fear,  of  less  utility  than  at  first 
sight  appears,  for  in  most  of  it  the  point  most  prominent 
in  the  mind  of  the  worker  was  to  ascertain  whether  the 
particular  antiseptic,  mixed  with  the  nourishing  medium  in  a 
solution  of  definite  strength,  has  or  has  not  the  power  of 
inhibiting  the  growth  of  the  micro-organisms.  This  pomt  no 
doubt  is  of  some  interest,  and  perhaps  of  great  interest,  but 
whether  a  particular  substance  is  an  antiseptic  in  the  pro]3er 
sense  of  the  word,  i.e.  whether  on  exposing  the  organisms  to 
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this  substance  in  a  solution  of  definite  strength  and  lor  a 
definite  peroid,  the  organisms  become  afterwards  incapacitated 
from  growing  or  multiplying  ;  or  still  more,  whether  or  not 
the  substance  is  a  germicide,  i.e.  is  capable  of  altogether 
annihilatim^  the  life  of  the  organisms  ;  these  are  questions 
which  require  special  attention,  and  represent  a  wide  and 
rich  field  of  inquiry  ;  but,  as  far  as  I  can  see,  it  has  received 
only  in  very  few  instances  due  attention. 
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